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ABSTRACTS 


PRECLINICAL PSYCHOPHARMACOLOGY 


01 CHEMICAL SYNTHESIS, ISOLATION AND | 
CHARACTERIZATION 


003653 Bernier, J. L.; Henichart, J. P.; Warin, V.; Baert, F. 
INSERM U16, Place de Verdun, F-59045 Lille Cedex, France 
Synthesis and structure-activity relationship of a pyrimido(4,5- 
pyrimidine derivative with antidepressant activity. Journal of 
Pharmaceutical Sciences. 69(11):1343-1345, 1980. 


The synthesis and antidepressant properties of a new pyri- 
mido(4,5-d)pyrimidine are described. Spectral data determined 
in solution and in the solid state allowed establishment of the re- 
lationship between the activity and the conformation of the mol- 
ecule. The spatial structure seems to be in accordance with a 
possible binding at the presynaptic alpha-receptor sites. 18 refer- 
ences. (Author abstract) 


003654 Bhattacharyya, Pranab K. Quality Control Dept., Hoff- 
man-La Roche Inc., Nutley, NJ 07110 NMR spectral study of 
proton transfer in amitriptyline hydrochloride-chlordiazepoxide 
hydrochloride combinations in dipolar aprotic solvents. Journal of 
Pharmaceutical Sciences. 69(2):180-183, 1980. 


The singlet resonance due to the two equivalent methyl 
groups of amitriptyline hydrochloride in dimethy! sulfoxide-d6 
solution changed into a doublet with the addition of chlordiaze- 
poxide hydrochloride. A spin decoupling experiment revealed 
that the doublet originated because of the emergence of observ- 
able spin/spin coupling between the tertiary amine proton and 
the methyl groups. The phenomenon was attributed to the 
nature of the proton transfer caused by the relative magnitudes 
of the basicities of the amines in these compounds, which were 
determined by the inductive and steric effects of the substi- 
tuents, leading to the formation of hydrogen bonded ion pairs in 
the aprotic diluent. The enthalpy of the exchange process was 
6.4kcal/mole. 11 references. (Author abstract modified) 


003655 Blake, James; Chang, Wen-Chang; Li, Choh Hao. Hor- 
mone Research Laboratory, 1088 HSW, University of Califor- 
nia, San Francisco, CA 94143 Synthesis and biological activity of 
human beta-endorphin analogs with disulfide bridges. Internation- 
al Journa! of Peptide Protein Research. 14:275-280, 1979. 


Three analogs of human beta-endorphin containing internal 
cystine bridges were synthesized, and their biological activities 
were determined. The analogs with disulfide bridges between 
positions 17 and 26 or 11 and 26 retained full opiate activity (as 
estimated by guinea-pig ileum assay), whereas the analog with a 
cystine bridge between positions 7 and 26 showed reduced 
opiate activity. None of the analogs retained significant immun- 
oactivity as revealed by radioimmunoassay. 30 references. 
(Author abstract modified) 


003656 Budd, Robert D. Rancho Los Amigos Hospital, 
Downey, CA 90242 On-column gas chromatographic synthesis of 
1,3-dialykyl (C=1-10), benzyl, and cyclohexyl! barbiturate deriva- 
tives. Clinical Toxicology. 16(2):189-199, 1980. 


Procedures are described for on column gas chromatographic 
symthesis of various N-alkyl-N-alkyl barbiturates with benzyl or 
cyclohexyl groups or straight chains with 1 to 10 carbons added 
to the nitrogens. The 1,3-dialkyl barbiturates with methyl, ethyl, 
n-propyl, n-butyl, cyclohexyl, isopropyl, or t-butyl groups can 
be prepared on column by injecting an aliquot of a chloroform 
solution of the barbiturate with the appropriate N,N-dimethyl- 
formamide dialkyl acetal. The 1,3-dialkyl barbiturates with 
added benzyl or butyl through decyl groups can be similarly 


prepared with N,N-dimethylformamide dineopentyl acetal and 
the appropriate alcohol to yield the desired compound. 7 refer- 
ences. (Author abstract modified) 


003657 Budd, Robert D. Rancho Los Amigos Hospital, 
Downey, CA 90242 Methaqualone RIA structure versus reactiv- 
ity. Clinical Toxicology. 16(2):209-217, 1980. 


Fourteen methaqualone related substances (substituted 2- 
methyl-3-phenyl-4-quinazolinones) were analyzed by radioim- 
munoassay (RIA) at several different concentrations. Structural 
differences were studied in relation to the affinity of the com- 
pounds for Roche RIA methaqualone antibody. The effects of 
substituent placement on the 2-methyl-3-phenyl-4-quinazolinone 
molecule were examined. Results showed that addition of a 
group to the paraposition of the 3-phenyl group increased affin- 
ity, whereas alteration of other key functional groups had the 
reverse effect. 8 references. (Author abstract modified) 


003658 Budd, Robert D. Chief Medical Examiner-Coroner, Los 
Angeles, CA 90033 Gas chromatographic properties of 1 
barbiturate derivatives. Clinical Toxicology. 17(3):375-382, 1980. 


The gas chromatographic properties of 1,3-dialkyl barbitu- 
rates were studied. Retention times (RTs) for 56 1,3-dialkyl de- 
rivatives of both aprobarbital and phenobarbital and for 65 1,3- 
dialkyl derivatives of secobarbital were determined by gas/ 
liquid chromatography. RTs increased with the number of car- 
bons added. A plot of the log of the RT versus the number of 
carbons in the alkyl group added for 3-alkyl derivatives of 1-al- 
kylbarbiturates was made for the three barbiturates tested. A 
linear relationship was found for derivatives with butyl or larger 
groups attached to the second nitrogen of the 1-alkylbarbitur- 
ates. The slopes of graphs for 3-alkyl derivatives of 10 1-alkyl- 
barbiturates for each barbiturate studied were identical with a 
similar plot for straight chain hydrocarbons. This linear relation- 
ship permitted calculation of the RTs of large N,N-dialkyl bar- 
biturates, such as N,N-eicosanylsecobarbital, which are not 
readily synthesized or chromatographed. 2 references. (Author 
abstract modified) 


003659 Budd, Robert D.; Leung, Wai J.; Yang, Felisa C. Chief 
Medical Examiner-Coroner, Los Angeles, CA 90033 RIA opi- 
ates: structure versus reactivity. Clinical Toxicology. 17(3):383- 
393, 1980. 


A radioimmunoassay (RIA) was used to analyze 26 opiates at 
five different concentrations. Structural differences were studied 
in relation to the affinity of the compounds for the Roche RIA 
morphine antibody, and the effects of substituent placement on 
the morphine molecule were examined. Results show that the 
basic 5-ring opiate structure is essential for activity. Addition of 
an alkyl group to the oxygen in the 3-position increases affinity, 
but alteration of other key functional groups has the reverse 
effect. 10 references. (Author abstract modified) 


003660 Clement-Cormier, Yvonne C. Dept. of Pharmacology 
and Neurobiology, University of Texas Medical School at 
Houston, Houston, TX 77025 The dopamine receptor: isolation, 
purification and regulation. Research Report, NIMH Grant RO3- 
MH-32431, 1979. 22 p. 


A binding protein was extracted with potassium chloride from 
the microsomal fraction (P3) of the calf striatum. The extract 
bound (3H) spiroperidol with high affinity and exhibited stereo- 
selectivity for the () and (-) isomers of butaclamol. Results of 
stability tests indicate that the solubilized component is stable to 


at -20 degrees C for several weeks and at -4 degrees C 
for 1 week. The ICSO values for displacement of (3H) spiroperi- 
dol binding by dopamine and other neuroleptic agents were de- 
termined to be similar to those of the native membrane binding 
component. When the soluble microsomal fraction was extract- 
ed with chloroform methanol, stereoselective binding was re- 
covered in both the aqueous and organic solvent phases. Gel fil- 
tration chromatography of the soluble membrane preparation re- 
vealed three major zones of stereoselective binding activity for 
(3H) spiroperidol. Protein kinase, which eluted with the molecu- 
lar weight marker, aldolase, was detected in the KCI-P3 salt ex- 
tract. The phosphorylation of endogenous proteins with molecu- 
lar weights corresponding to the molecular weights of the afore- 
mentioned peaks was observed. Dopamine in micromolar con- 
centrations increased the phosphorylation of a specific macro- 
molecule eluted from the column. The data support the hetero- 
geneity of the dopamine receptor and suggest that protein phos- 
phorylation may play a role in dopamine receptor binding activ- 
ity. 16 references. (Author abstract modified) 


003661 Clement-Cormier, Yvonne C. University of Texas 

Medical School at Houston, Dept. of Neurobiology and Phar- 

macology, P.O.Box 20708, Houston, TX 77025 Dopamine recep- 
purification 


tor characterization. (U: paper). Final 
Report, NIMH Grant R03-MH-32431, 1979. 9 p. 


Characteristics of the dopamine receptor and receptor cyclase 
complex were analyzed biochemically and pharmacologically. 
The findings from binding studies of selected ligands to the do- 
pamine receptor revealed a profile for multiple binding sites and 
the existence of a subpopulation of dopamine recognition sites in 
the caudatenucleus. They also clarified the discrepancy between 
the effective potency of haloperidol as an antagonist of dopa- 
mine sensitive adenylate-cyclase and its action on binding. The 
specific binding of (3H) ADTN, a rigid analog of dopamine, to 
synaptic membranes and micromes also was tested. In receptor 
topography studies, protoberberine related alkaloids were used 
to characterize the geometric and sterospecific requirements of 
antagonists of the dopamine receptor. Optical isomers of select- 
ed compounds were tested for their ability to antagonize dopa- 
mine stimulated adenylate-cyclase. Receptor solubilization and 
purification studies demonstrated a close association of the do- 
pamine receptor with phospholipids. Observations of opposite 
effects on receptor interaction with L-DOPA provided addition- 
al support for a multiple class of dopamine receptors. 10 refer- 
ences. 


003662 Dettmar, P. W.; Fortune, D.; Lynn, A. G.; Metcalf, G.; 

Morgan, B. A. Dept. of Pharmacology, Pharmaceutical Divi- 

sion, Reckitt and Colman, Dansom Lane, Kingston-upon-Hull, 

HU8 7Ds, England Biological evaluation of a TRH analogue with 

proline residue. Neuropharmacology. 19(12):1247- 
1980. 


An analogue of thyrotropin releasing hormone (TRH), RX 
77368 was evaluated in tests designed to probe both the endo- 
crinological and neuropharmacological properties of the mole- 
cule, and the results were compared to those obtained with 
TRH itself, amitryptyline, amphetamine, and doxapram. RX 
77368 was found to exhibit prolonged biological stability and 
enhanced CNS potency compared to the parent peptide. Its pro- 
file of neuropharmacological activity overlaps but is not identi- 
cal with the profiles of tricyclic antidepressant drugs, CNS stim- 
ulants, or analeptics. It is contended that such a profile is novel 
and worthy of clinical evaluation. 5 references. 


003663 Faull, Kym F.; Anderson, Patricia J.; DoAmaral, Jef- 
ferson R.; Conradson, Steven; Barchas, Jack D.; Berger, Philip 
A. Dept. of Psychiatry and Behavioral Sciences, Stanford Uni- 
versity School of Medicine, Stanford, CA 94305 A selected ion 
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monitoring assay for biogenic amine metabolites and probenecid, 
in human lumbar cerebrospinal fluid. Journal of Chromato- 
graphy. 163:337-349, 1979. 


Details are presented of a selected ion monitoring assay using 
combined gas chromatography mass spectrometry for the major 
biogenic amine metabolites and probenecid in human lumbar 
CSF. The metabolites and probenecid were simultaneously ex- 
tracted with ethyl acetate from an acidified aqueous phase and 
were simultaneously converted to pentafluoropropionyl! esters 
by reaction with pentafluoroproprionic anhydride. The esters of 
the metabolites were analyzed following a single injection of the 
derivatized sample onto the gas chromatograph column, while 
the ester of probenecid was analyzed following a separate injec- 
tion onto the chromatograph column. Deuterated analogues of 
the metabolites and a chemical analogue of probenecid were 
used as internal standards in order to achieve quantitation. Data 
are presented on the concentration of the metabolites in lumbar 
CSF taken from healthy volunteers. 10 references. (Author ab- 
stract modified) 


003664 Fong, Jim C.; Shenkman, Louis; Goldstein, Menek. 
Goldstein: Neurochemistry Laboratories, Dept. of Medicine, 
New York University Medical Center, New York, NY 10016 
Purification and characterization of rat pheochromocytoma dopa- 
mine beta-hydroxylase. Journal of Neurochemistry. 34(2):346- 
350, 1980. 


Dopamine beta-hydroxylase (DbetaH) was purified from rat 
adrenal pheochromocytoma tumors by a procedure that requires 
only a few purification steps. Tumors obtained from a small 
number of rats yielded sufficient quantities of pure DbetaH to 
raise antibodies to DbetaH in guinea-pigs. The specificity of the 
antiserum was demonstrated by immunoelectrophoretic and 
Ouchterlony immunodiffusion analysis, as well as by the specific 
inhibition of DbetaH activity. Enzyme inhibition studies re- 
vealed complete cross-reactivity between the rat pheochromo- 
cytoma antiserum and rat adrenal DbetaH, but interspecies 
cross-reactivity was almost nonexistent. The molecular param- 
eters and the kinetic properties of rat pheochromocytoma 
DbetaH are similar to those reported for bovine adrenal, human 
plasma, and human pheochromocytoma DbetaH. 22 references. 
(Author abstract) 


003665 Greenfield, S.; Brostoff, S. W.; Hogan, E. L. Dept. of 
Neurology, Medical University of South Carolina, 171 Ashley 
Avenue, Charleston, SC 29403 Characterization of the basic pro- 
teins from rodent peripheral nervous system myelin. Journal of 
Neurochemistry. 34(2):453-455, 1980. 


Electrophoretic evidence that the major staining basic pro- 
teins in rat and mouse peripheral nervous system (PNS) myelin 
correspond in molecular weight to the CNS small and large 
basic proteins is presented. This clear demonstration of the sepa- 
rate identity and quantitative excess of the PNS analogue of the 
small CNS myelin basic protein over P2-protein in both rat and 
mouse PNS myelin was supported by immunological studies. 
The bands of PNS myelin proteins on SDS gels that corre- 
sponded to the large and small CNS basic proteins exhibited 
cross-reactivity in a radioimmunoassay for myelin basic protein 
but not in a radioimmunoassay for P2-protein. This supports the 
conclusion that these two proteins in rat and mouse PNS myelin 
are analogous to the small and large basic protein of CNS. That 
the minor band in mouse and rat myelin comigrate with P2-pro- 
tein also suggests that P2-protein is present in rodent PNS 
myelin. 9 references. 


003666 Huang, H. T.; Lin, H. S.; Lu, K. S. Dept. of Anatomy, 
College of Medicine, National University, Taipei, Taiwan Ul- 
trastructural localization of monoamines in nerve fibers of the 
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pineal gland in golden hamsters. Journal of Neural Transmission. 
45:253-264, 1979. 


Nerve terminals in the pineal glands of hamsters treated with 
nothing, parachlorophenylalanine (PCPA), reserpine, or niala- 
mide were studied with glutaraldehyde dichromate (GD) and 
formaldehyde glutaraldehyde dichromate (FGD) techniques on 
the electron microscope. In controls, clusters of electron dense 
reactive particles mainly located in the perivascular space were 
identified as dense cores of the small granulated vesicles (SGVs) 
in the pineal nerve fibers. Reactive cores were: 1) greatly de- 
creased in number after PCPA administration under the FGD 
technique but not under the GD technique, 2) increased in 
number and in electron density after administration of nialamide 
under either technique, and 3) not revealed after reserpine ad- 
ministration under either technique. It is concluded that the 
dense cores of SGVs in the pineal nerve fibers contain both pri- 
mary catecholamines and 5-hydroxytryptamine, although it was 
not determined whether both amines are located in the same or 
separate vesicles. (Journal abstract modified) 


003667 Jatlow, Peter I.; Miller, Ronald; Swigar, Mary. Dept. 
of Laboratory Medicine and Psychiatry, Yale University School 
of Medicine, 333 Cedar St., New Haven, CT Measurement of 
haloperidol in human plasma using reversed-phase high perform- 
ance liquid chromatography. (Unpublished paper). Research 
Report, NIMH Grant 5P50-MH-30929, 1980. 14 p. 


A procedure is described for the measurement of haloperidol 
in plasma using reversed phase high pressure liquid chromato- 
graphy and low wavelength (195 nm) ultraviolet detection. 
Chromatography was performed following a solvent extraction 
and a micro back extraction into dilute acid. No evaporation 
step was required. The lower limit of sensitivity was approxi- 
mately 2 ng/ml. The within day and between day coefficients of 
variation at a concentration of 5 ng/ml were 5% and 7.3%, re- 
spectively. The method may be used in determining dosage and 
plasma concentrations of this potent antipsychotic drug. 15 ref- 
erences. (Author abstract modified) 


003668 Keller, Angelica; Scarna, Helene; Mermet, Anne; Pujol, 
Jean-Francois. Institut d’Embryologie du CNRS, 49 bis Avenue 
de la Belle Gabrielle, F-94130 Nogent-sur-Marne, France Bio- 
chemical and immunological properties of the mouse brain eno- 
lases purified by a simple method. Journal of Neurochemistry. 
36(4):1389-1397, 1981. 


A simple and rapid purification method is presented for the 
two mouse cerebral isozymes of enolase, El] and E3. The purity 
of the preparations was ascertained by electrophoresis under 
two different conditions. The biochemical and immunological 
properties of El and E3 are compared. Both El and E3 are ho- 
modimers with a subunit of molecular weight of 50,000. The 
procedure also yields a semipurfiied fraction of E2. In immuno- 
histological studies, antiE] and antiE3 sera stain two nonover- 
lapping populations of cells, astrocytes and neurons, respective- 
ly. Results support the view that E1 is similar if not identical to 
liver enolase. 24 references. (Author abstract modified) 


003669 Landgraf, W.; Ermisch, A.; Hess, J. Dept. of Bios- 
ciences, University of Leipzig, Leipzig, German Democratic 
Republic Indications for a brain uptake of labelled vasopressin 
and ocytocin and the problem of the blood-brain barrier. Endok- 
rinologie. 73:77-81, 1979. 


Fifteen seconds after intracarotid injection of (125J)-lysine va- 
sopressin, (3H)-ocytocin, tritiated water, or (3H)-inulin, the dis- 
tribution of radioactivity in 18 regions of the rat brain and in 
the anterior pituitary was determined. Comparing the concen- 
tration of the different tracers (in the percentage of injected ra- 
dioactivity per gram of brain tissue), it is assumed that a small 


amount of the labeled neurohormones is taken up by the brain, 
indicating a penetration of the blood-brain barrier and/or an ac- 
cumulation within the structures of the barrier system. (Journal 
abstract) 


003670 Merlie, John Paul. A234 Langley Hall, Dept. of Life 
Sciences, University of Pittsburgh, Pittsburgh, PA 15260 
Immuno detection of ACh receptor in the CNS. (Unpublished 
paper). Final Report, NIMH Grant R03-MH-31932, 1979. 7 p. 


A radioimmune inhibition assay employing antisera (tested for 
their ability to detect brain proteins which share antigenic deter- 
minants) was used to study the alpha-bungarotoxin binding com- 
ponent in the bovine brain. This neurotoxin has been used as a 
specific label for ACh receptors in rat skeletal muscle, but there 
were discrepancies concerning the specificity of its binding to 
other nicotinic ACh receptors in nervous tissue. The specific 
aim was to use alpha-bungarotoxin binding and immunological 
cross-reactivity to identify and characterize ACh receptors from 
the central nervous system. The initial experiments provided no 
evidence of alpha-bungarotoxin binding. It is concluded that 
bovin brain, unlike rat brain, does not contain an alpha-bungaro- 
toxin binding component. The absence of an immunologically 
related molecule is questionable and further research is neces- 
sary. 


003671 Muller, H.; Harzer, K. Harzer: Institut fur Hirnfors- 
chung, Universitat Tubingen, D-7400 Tubingen, Belthlestrasse 
15, West Germany Partial purification of acid sphingomyelinase 
from normal and pathological (M. Niemann-Pick type C) human 
brain. Journal of Neurochemistry. 34(2):446-448, 1980. 


The partial purification of acid sphingomyelinase from normal 
and pathological human brain (Niemann-Pick disease) using a 
variation of the procedure of Yamaguchi and Suzuki (1977) is 
described. Clinically and biochemically, Niemann-Pick disease 
type-C is an insufficiently defined neurovisceral lipidosis with 
increased sphingomyelin and other lipid content, predominantly 
in the spleen, but without clear defect of sphingomyelinase. The 
present findings of similar properties of sphingomyelinase puri- 
fied from control and Niemann-Pick disease type-C tissue may 
provide further evidence against a specific involvement of acid 
sphingomyelinase in Niemann-Pick disease type-C. The metabol- 
ic cause of the disease remains unknown. 10 references. 


003672 Nakayama, Takashi. Dept. of Biochemistry, Institute of 
Brain Research, Tokyo University Faculty of Medicine, Hongo 
7-3-1, Bunkyoku, Tokyo, Japan Synthesis of cytoskeletal proteins 
in bulk-isolated neuronal perikarya. Journal of Neurochemistry. 
36(4):1398-1405, 1981. 


The synthesis of cytoskeletal proteins in bulk isolated rat 
neuronal perikarya is described. Neuronal perikarya were isolat- 
ed from young rat brain by sucrose density gradient centrifuga- 
tion of the tissue, dissociated with a low concentration of tryp- 
sin. Neuronal perikarya synthesized predominantly actin, and 
alphal-tubulin, alpha2-tubulin, and beta-tubulin. In addition, po- 
lypeptides with molecular weights of 35,000, 68,000, and 85,000 
were labelled heavily. On two dimensional electrophoresis, mi- 
croheterogeneities were seen in soluble actin as well as in solu- 
ble tubulins, indicating that heterogeneities reported for brain 
actin and tubulins are inherent in neuronal actin and tubulins, 
but are not due to the heterogeneity of cells in the brain tissue. 
25 references. (Author abstract modified) 


003673 Ortiz, A.; Pardo, A.; Fernandez-Alonso, J. I. Depto. de 
Quimica Fisica y Quimica Cuantica, Centro Coordinado CSIC- 
UAM, Facultad de Ciencias C-XIV, Cantoblanco, Madrid 34, 
Spain Spectra of radical cations of phenothiazine derivatives in 


01 
003674 


solution and solid state. Journal of Pharmaceutical Sciences. 
69(4):378-380, 1980. 
The ultraviolet and visible spectra of radical cations of several 
iazine derivatives were studied using different solvents. 
The establishment of a relationship between these bands and the 
R2 and R10 substituents was attempted. The influence of the 
disolvents on the bands also was studied. The characteristic 
charge transfer band was observed in the solid state using dif- 
fuse reflectance spectroscopy. The R2 substituent did not appear 
to influence the band, while the R10 substituent influenced the 
band considerably, probably due to steric effects. 15 references. 
(Author abstract) 


003674 Ponzio, F.; Achilli, G.; Algeri, S. Algeri: Istituto di Ri- 
cerche Farmacologiche Via Eritrea, 62, I-20157 Milan, Italy A 
rapid and simple method for the determination of picogram levels 
of 3-methoxytyramine in brain tissue using liquid chromatography 
with electrochemica! detection. Journal of Neurochemistry. 
36(4):1361-1367, 1981. 


A rapid and simple technique using solvent extraction, ion 
pairing extraction, and high pressure liquid chromatography 
with electrochemical detection is described for the determina- 
tion of 3-methoxytyramine i in striata of rats killed by microwave 
irradiation. The method is specific and reproducible; recovery 
of authentic 3-methoxytyramine added to the samples is 45% to 
50%. 3-methoxytyramine levels found with this technique in rat 
striata were 15ng/g plus or minus 1.7nglg. The method has a 
sensitivity of about 0.2pmol per brain sample. Monoamine oxi- 
dase inhibition with pargyline increased 3-methoxytyramine 
levels in rat striata, while catechol-0-methyltransferase inhibition 
with 3’,4’-dihydroxy-2-methylpropiophenone completely deplet- 
ed 3-methoxytyramine. The effects of nomifensine, quipazine, 
caroxazone, piribedil, and D-amphetamine were examined. The 
3-methoxytyramine concentrations in the brains of animals killed 
by decapitation or by microwave irradiation were compared. 31 
references. (Author abstract modified) 


003675 Rumigny, J. F.; Maitre, M.; Cash, C.; Mandel, P. 
Maitre: Centre de Neurochimie du CNRS, 5, rue Blaise Pascal, 
F-67000 Strasbourg, France Regional and subcellular localization 
in rat brain of the enzymes that can synthesize gamma-hydroxy- 
butyric acid. Journal of Neurochemistry. 36(4):1433-1438, 1981. 


The regional and subcellular localization in rat brain of the 
two major NADPH linked aldehyde reductases that can reduce 
succinate semialdehyde to 4-hydroxybutyrate is described. One 
of the enzymes appears to be fairly specific for succinate semial- 
dehyde and is not inhibited significantly by classical aldehyde 
reductase inhibitors such as barbituates. The other enzyme can 
reduce several aromatic aldehydes and is inhibited strongly by 
barbiturates and branched chain fatty acids. Using one such in- 
hibitor, the activities of the two enzymes were measured sepa- 
rately in various rat brain regions and subcellular fractions. Both 
enzymes are mainly cytoplasmic but there is some activity in the 
synaptosomal fraction. The activity of the specific succinic se- 
mialdehyde reductase is highest in the cerebellum, where it rep- 
resents 21% of the total activity, and lowest in the cortex, 
where it represents about 11% of the total activity. 40 refer- 
ences. (Author abstract modified) 


003676 Ryan, Rick; McClure, William O. McClure: Division of 
Cellular Biology, Dept. of Biological Sciences, University of 
Southern California, Los Angeles, CA 90007 Physical and kinet- 
ic properties of choline acetyl transferase from rat and bovine 
brain. Journal of Neurochemistry. 34(2):395-403, 1980. 


Several physical and kinetic properties of highly purified cho- 
line acetyltransferase (acetyl-CoA) from rat and bovine brain 
were investigated. The molecular weight of the enzyme from 
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rat cerebrum was 65,000 measured by gel filtration and 66,000 
measured by acrylamide gel electrophoresis in the presence of 
sodium dodecyl sulfate. Two species of the enzyme detected in 
bovine caudate nuclei were studied using the same procedures. 
The major transferase species, bovine-I, yielded values of molec- 
ular weights of 69,000 and 70,000, respectively. The minor 
bovine acetylase species (bovine-II) had a molecular weight of 
67,000 daltons by gel filtration. The dependence of reaction 
rates catalyzed by bovine-I and rat choline acetyltransferase on 
temperature and pH was examined. 36 references. (Author ab- 
stract modified) 


003677 Schmidt, Rupert; Shashoua, Victor E. Shashoua: Mail- 
man Research Center, McLean Hospital, Belmont, MA 02178 A 
radioimmunoassay for ependymins beta and gamma: two goldfish 
brain proteins involved in behavioral plasticity. Journal of Neuro- 
chemistry. 36(4):1368-1377, 1981. 


A radioimmunoassay (RIA) using 125I-labeled antigen was 
developed for the quantitative determination of two goldfish 
brain proteins (ependymins beta and gamma). The proteins were 
isolated from cerebrospinal fluid (CSF) and cells of the ependy- 
mal zone surrounding goldfish brain ventricles. The turnover 
rates of beta and gamma were shown previously to be enhanced 
specifically after the animals successfully acquired a new pattern 
of swimming behavior. Femtomole quantities of ependymin beta 
were measurable by the RIA. In applications of the assay, beta 
and gamma ependymins were found to have common immuno- 
logical properties, since 125I-beta-antigen bound to antibody 
could be displaced by unlabeled ependymin gamma as well as 
by ependymin beta, but not by a variety of other proteins in- 
cluding several purified glycoproteins isolated from goldfish 
brain. The data suggest that the antigenitic of the molecules is 
masked highly, and that it may require some unraveling of the 
quaternary structure of the proteins before maximal interaction 
with the antisera becomes possible. 20 references. (Author ab- 
stract modified) 


003678 Viles, Joseph M. Iowa State University, Ames, IA 
50010 Satiety center neuroanatomy. (Unpublished paper). Final 
Report, NIMH Grant R03-MH-32916, 1980. 7 p. 


The specific glucoreceptor cells of the mouse ventromedial 
hypothalamus were identified and were morphologically charac- 
terized using microscopic analysis of the area following pharma- 
cological modification of the satiety center with gold thioglu- 
cose (GTG) administration. The findings from transmission elec- 
tron micrographs of tissue taken at very early stages (1 hour) 
following macrolesion GTG treatment, as well as later stages (4 
to 6 hours) following microlesion GTG treatment indicated that 
the primary lesion is perivascular, involving what appears to be 
oligodendroglia. The data showed that there is no direct partici- 
pation of putative glucoreceptor neurons in the primary lesion- 
ing process. The pathology of the microlesion, which results in 
impairment of the control of feeding behavior and which pre- 
sumably reflects specific neuronal damage, develops very rapid- 
ly, and results in a condition of acellularity in the lesioned area 
by 12 hours following a macrolesion GTG dose. Examination 
by electron microscopy in the early stages of lesion develop- 
ment following macrolesion GTG doses and during microlesion 
development revealed ultrastructural evidence of capillary 
breakdown due to inflammatory processes. 


003679 Yamamoto, H.; Takahashi, Yasuo. Takahashi: Dept. of 
Neuropharmacology, Brain Research Institute, Niigata Universi- 
ty, Asahimachi, Niigata 951, Japan Purification and subunit 
structure of DNA-dependent RNA polymerase BII from rat brain 
nuclei. Journal of Neurochemistry. 34(2):255-260, 1980. 
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DNA dependent RNA polymerase BII from rat brain nuclei 
was purified by ammonium sulphate fractionation, successive 
chromatography on ion exchange resins, and glycerol density 
gradient centrifugation. The purified enzyme was resolved into 
two components (BIla and BIIb) on native polyacrylamide gel 
electrophoresis. The subunit compositions of these enzymes 
were analyzed on SDS-polyacrylamide gels. BIIa enzyme con- 
sisted of nine subunits (molecular weights of 215,000, 150,000, 
35,000, 25,000, 21,500, 17,500, 15,500, 14,500, and 11,500). BIIb 
enzyme also consisted of nine subunits, with the highest molecu- 
lar weight subunit at 180,000 and the remaining eight subunits 
equal to those of BIIa. Addition of both 30% glycerol and dith- 
iothreitol to the preparation medium was essential for stabilizing 
the enzyme. 18 references. (Author abstract modified) 


003680 Yasunobu, Kerry T., Zeidan, Hussein; Ishizaki, Hir- 
oyuki. Dept. of Biochemistry-Biophysics, University of Hawaii, 
Honolulu, HI 96822 Cu-amine oxidases: studies related to the 
mechanism of action of bovine plasma amine oxidase. (Unpub- 
lished paper). Research Report, NIMH Grant MH-21539, 1979. 
24 p. 

The status of knowledge on the mechanism of action of 
bovine plasma amine oxidase is discussed, and new findings are 
presented. The use of nitroxide spin labeled N-ethylmaleimide 
reagents confirmed the liberation of two sulfhydryl groups by 
substrate. Probing the domain in which these sulfhydryl groups 
are present indicated that they occur in a very shallow pocket 
in the subsite of the active center of the enzyme. In the sub- 
strate reduced form of the enzyme trapped by anaerobiesis, the 
copper is over 14,angstroms apart from the sulfhydryl group 
which is liberated by substrate. The reaction of the enzyme with 
hydrazine derivatives was extended and it was found to liberate 
the same sulfhydryl groups that are liberated by substrate. 
Therefore, the initial enzyme substrate complex appears to in- 
volve the formation of a complex in which N of the hydrazine 
derivative and the organic cofactor form a bond. The CD spec- 
tra of the enzyme-hydrazine derivatives disclosed that the com- 
plexes are active optically, which indicates that an asymmetrical 
complex exists. The ESR spectra of these derivatives suggested 
that copper is not involved directly in complex formation. Re- 
search in progress concerning the structure of the cofactor and 
the binding of copper to the enzyme is discussed. 20 references. 
(Author abstract modified) 


02 DRUG DEVELOPMENT (PRECLINICAL SCREENING) 


003681 Al'tshuler, R. A.; Mashkovskiy, M. D. Vsesoyuznyy 
nauchno-issledovatel’skiy khimiko-farmatsevticheskiy institut im. 
S. Ordzhonikidze, Moskva, USSR /The pharmacological action 
of the optical isomers of sydnocarb./ Farmakologicheskaya aktiv- 
nost’ opticheskikh izomerov sidnokarba. Farmakologiya i Toksi- 
kologiya. 43(4):345-349, 1980. 


The pharmacological action of the optical isomers of sydno- 
carb was studied in mice and rats. Results show that of the two 
optical isomers of sydnocarb only the 1-(1R)-isomer stimulates 
the CNS; by its stimulant action it differs from both optical iso- 
mers of amphetamine. Results also show that the activity of 1- 
(1R)-sydnocarb, as measured by the locomotor excitation test, is 
similar to that of d(1S)-amphetamine, but is significantly less 
powerful, as indicated by stereotypy, hypothermia, anorexigenic 
action, and antagonism to the depressant effects of reserpine. 9 
references. (Journal abstract modified) 


003682 Audigier, Yves; Mazarguil, Honore; Gout, Robert; 
Cros, Jean. Laboratoire de Pharmacologie et de Toxicologie 
Fondamentales. CNRS, 205, route de Narbonne, F-31078 Tou- 
louse Cedex, France Synthesis and pharmacological study of 
some enkephalin analogs in relation to the plurality of opiate re- 


ceptors. European Journal of Medicinal Chemistry. 15(2):173- 
177, 1980. 


A series of enkephalin analogs was synthesized, and their af- 
finity for the mu and delta opioid receptors was evaluated. 
Their individual antinociceptive activities when intracerebro- 
ventricularly injected were studied. Chemical structure was 
found to correlate with selective binding to each type of recep- 
tor. Analgesic activity induced by the (Met)5 analogs and the 
(Leu)5 analogs was found to be correlated with affinity for the 
mu-receptor. Analgesic activity of (Pro)5 analogs was also cor- 
related with mu-receptor. Analgesic activity of (Pro)5 analogs 
was also correlated with mu-receptor affinity, but was much 
greater than could be predicted by mu-affinity alone. 14 refer- 
ences. (Author abstract modified) 


003683 Braun, Ulrich; Shulgin, Alexander T.; Braun, Gisela. 
Shulgin: 1483 Shulgin Road, Lafayette, CA 94549 Centrally 
active N-substituted analogs of 3,4-methylenedioxyphenylisopropy- 
lamine (3,4-methylenedioxyamphetamine). Journal of Pharmaceu- 
tical Sciences. 69(2):192-195, 1980. 


The CNS activity of 3,4-methylenedioxyphenylisopropyla- 
mine and its N-methyl homolog prompted the synthesis of a 
series of analogs with substituents on the nitrogen atom. Most of 
these analogs were prepared by reductive alkylation of 3,4- 
methylenedioxyphenylacetone with the appropriate amine and 
sodium cyanoborohydride. Hindered isomers were synthesized 
indirectly. Measurements of pharmacological activity in several 
animal assays and in human Ss indicated that central activity de- 
creased with the increasing bulk of the N-substituent. 23 refer- 
ences. (Author abstract modified) 


003684 Chipkin, Richard E.; Morris, Dan H.; English, Michael 
G.; Rosamond, James D.; Stammer, Charles H.; York, Eunice 
J.; Stewart, John M. Dept. of Biochemistry, University of Colo- 
rado School of Medicine, Denver, CO 80262 Potent tetrapeptide 
enkephalins. Life Sciences. 28(13):1517-1522, 1981. 


The synthesis and biological activities of enkephalin tetrapep- 
tides in which glycine has been deleted are described. It is noted 
that small peptides with opiate-like activity have generally had 
structures closely resembling that of the opioid pentapeptide en- 
kephalin: Tyr-Gly-Gly-Phe-Met-COOH. Single deletions of any 
one of the amino acids has been demonstrated to reduce opiate 
activity drastically. Potency losses resulting from the removal of 
glycine were fully attenuated by substitution of D-alanine in po- 
sition two and derivatization of the acid to the amide. This te- 
trapeptide (Tyr-DAla-Phe-Met-NH2) has narcotic activity simi- 
lar to the parent pentapeptide in the guinea-pig ileum and mouse 
tail flick tests. This enhanced potency, relative to the unaltered 
tetrapeptide, is theorized to arise from increased resistance to 
enzymatic destruction. The data presented show that a five 
amino acid sequence is not mandatory for the expression of 
opiate activity in enkephalin analogs. 19 references. (Author ab- 
stract modified) 


003685 Correa, F. M. A.; Innis, R. B.; Rouot, B.; Pasternak, G. 
W.; Snyder, S. H. Dept. of Pharmacology and Experimental 
Ther., Johns Hopkins University School of Medicine, Baltimore, 
MD 21305 Fluorescent probes of alpha- and beta-adrenergic and 
opiate receptors: biochemical and histochemical evaluation. Neur- 
oscience Letters. 16:47-53, 1980. 


Dansyl derivatives of the opiate antagonist naloxazone and 
the alpha-adrenergic blocking drug 2-((2',6'- 
dimethoxy)phenoxyethylamino)methylbenzodioxan (WB-4101) 
were synthesized as potential in vivo fluorescent labels for 
opiate and alpha-adrenergic receptors, respectively. When as- 
sayed in vitro, dansyl analogs displayed Ki values for 


(3H)naloxone and (3H)WB-4101 binding of 8nM and 80nM, re- 
spectively. The same patterns of histofluorescence were ob- 
served in rat brain slices after the intravenous or intracerebro- 
ventricular injection of both dansyl drugs. The same patterns 
were seen in dansyl-propranolol and 9-aminoacridine-proprano- 
lol treated animals, as well as in untreated control rats. It is con- 
cluded that the observed fluorescence does not reflect the label- 
ing of any receptor, but is consistent with the distribution of li- 
pofuscin and an endogenous fluorescent compound. (Journal ab- 
stract modified) 


003686 Diggory, G. L.; Stephens, R. J.; Dickison, S. E.; 
Moser, P.; Wood, M. D. Biochemical Pharmacology Labora- 
tory, Wyeth Institute of Medical Research, Huntercombe Lane 
South, Taplow, Maidenhead, England Behavioural and neuroche- 
mical properties of 1-(1-((indol-3-yl) methyl) piperid-4-yl)-3-ben- 
zoylurea (Wy 25093) in rodents. Archives Internationales de 
Pharmacodynamie et de Therapie. 248(1):86-104, 1980. 


Studies in mice and rats showed that 1-(1-((indol-3-yl) methyl) 
piperid-4-yl)-3-benzoylurea (Wy-25093), a potential antidepres- 
sant, was a selective and potent inhibitor of neuronal reuptake 
of 5-hydroxytryptamine (5-HT). The compound was more 
potent than clomipramine and fluoxetine as a 5-HT uptake in- 
hibitor in vitro and did not significantly inhibit catecholamine 
uptake. Wy-25093 potentiated the behavioral syndrome induced 
by 5-hydroxytryptophan and antagonized the hyperactivity in- 
duced by p-chloroamphetamine (P-CA). It antagonized the P- 
CA induced depletion of 5-HT in rat brain and reduced the pro- 
benecid induced increase in 5-hydroxyindole-3-acetic acid (5- 
HIAA). Acute administration of Wy-25093 reduced 5-HIAA 
levels without affecting 5-HT, whereas chronic treatment re- 
duced both 5-HIAA and 5-HT. 40 references. (Author abstract 
modified) 


003687 Ellis, K. O.; Schwan, T. J.; Wessels, F. L.; Miles, N. J. 
Division of Biological Research, Scientific Affairs Dept., Nor- 
wich-Eaton Pharmaceuticals, Norwich, NY 13815 1-(Substituted 
benzyl)-3,4,5,6-tetrahydro-2(1H)-pyrimidones: a series with stimu- 
lant and depressant activities. Journal of Pharmaceutical Sci- 
ences. 69(10):1194-1198, 1980. 


A series of 1-(substituted benzyl)-3,4,5,6-tetrahydro-2(1H)-pyr- 
imidones was synthesized, primarily by catalytic hydrogenation 
of the corresponding 1-(substituted benzyl)-2(1H)-pyrimidone, 
and the CNS stimulant and depressant properties of the series 
were assessed. Pharmacological evaluation of these compounds 
in mice revealed a unique profile that inlcudes evidence of CNS 
stimulation and depression within the series and in the same 
compounds. Some members of this series induced signs of only 
CNS stimulation, some compounds caused signs of only CNS 
depression and skeletal muscle relaxation, and some caused signs 
of both stimulation and depression in the same animal. This ap- 
parent dual activity was assessed further in mice with anti- 
depressant tests based on tetrabenazine antagonism and with an- 
tianxiety/anticonvulsant tests on the antagonism of a number of 
convulsants. The 4-chloro, 4-fluoro, 4-bromo, and 3,4-dichloro- 
benzyl compounds exhibited antidepressant and antianxiety ac- 
tivities in the same dose range. 11 references. (Author abstract 
modified) 


003688 Ellis, K. O.; Wessels, F. L.; Burns, R. H.; Pong, S. F. 
Division of Biological Research, Scientific Affairs Dept., Nor- 
wich-Eaton Pharmaceuticals, Norwich, NY 13815 Pharmacology 
of 1-(3,4-dichlorobenzy])-3,4,5,6-tetrahydro-2(1H) pyrimidone, a 
novel antidepressant compound with an activity. Journal 
of Pharmaceutical Sciences. 69(10):1198-1202, 1980. 


was evaluated in selected pharmacological tests, and its activity 
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was compared to that of some clinically useful psychotropic 
drugs. Based on the results, it is evident that 1-(3,4-dichloroben- 
zyl)-3,4,5,6-tetrahydro-2(1H)-pyrimidone has a unique profile of 
antidepressant and antianxiety activities that are evident in the 
same dose range. The mechanism of its antidepressant activity is 
proposed to be similar to the tricyclic antidepressants, that is, in- 
hibition of norepinephrine uptake. Neither the experimental 
compound nor the tricyclic antidepressants possess monoamine 
oxidase inhibiting activity. Hoever, unlike the tricyclic anti- 
depressants, the experimental compound is devoid of any signifi- 
cant anticholinergic activity and presumably is free of anticho- 
linergic side-effects. 22 references. (Author abstract modified) 


003689 Foussard-Blanpin, Odette; Uchida-Ernouf, Genevieve; 
Anatol, Jesus; Berecoechea, Jean. Lab. de Pharmacodynamie, 
UER des Sciences Pharmaceutiques, 2 bis, boulevard Tonnelle, 
F-37032 Tours Cedex, France /Acylcyanamides, acylurea, and 
various substituted aryl allophanates; effect on the CNS./ Acyl- 
cyanamides, acyluree, ary! allophanates d’ethyle diversement 
substitues; action sur le systeme nerveux central. European Jour- 
nal of Medicinal Chemistry. 14(3):215-218, 1979. 


A series of substituted ethyl aryl allophanates was synthesized 
and tested for biological activity in male Swiss mice. The com- 
pounds were central nervous system depressants, and some had 
sedative, analgesic, or anticonvulsant properties. The o-substitut- 
ed ethyl-2 aryl allophanates appeared to be the most active. 9 
references. (Author abstract modified) 


003690 Glennon, Richard A.; Doot, Dianne Leming; Young, 
Richard. Dept. of Pharmaceutical Chemistry, School of Phar- 
macy, Medical College of Virginia, Virginia Commonwealth 
University, Richmond, VA 23298 DOM and related 2,5-dimeth- 
oxy-4-alkylphenylisopropylamines: behavioral and serotonin recep- 
tor properties. Pharmacology Biochemistry and Behavior. 
14(3):287-292, 1981. 


The 4-methyl (DOM), ethyl (DOET), propyl! (DOPR), butyl 
(DOBV), tertiary butyl (DOTB), and amyl (DOAM) derivatives 
of 2,5-dimethoxy-phenylisopropylamine had similar serotonin re- 
ceptor affinities in the male Sprague-Dawley rat isolated fundus 
preparation. All of the compounds interacted in an agonistic 
manner with serotonin and phenoxybenzamine resistant trypta- 
mine receptors. Administration of DOET, DOPR, DOBU, 
DOTB, and DOAM to rats trained to discriminate 5-methoxy- 
N,N-dimethyltryptamine from saline produced only partial gen- 
eralization. 31 references. (Author abstract modified) 


003691 Grouiller, Annie; Nioche, Jean-Yves; Barailler, Josiane; 
Roche, Maurice; Pacheco, Henri. Laboratoire de Chimie Biolo- 
gique, I.N.S.A., Bat. 406, 20, avenue Albert Einstein, F-69621 
Villeurbanne Cedex, France /Synthesis and biochemical and 
pharmacologic properties of analogues and derivatives of 
p.chlorophenylalanine./ Analogues et derives de _ la 
p.chlorophenylalanine: synthese, proprietes biochimiques et 
pharmacologiques. European Journal of Medicinal Chemistry. 
15(2):139-146, 1980. 


Analogs of p. chlorophenylalanine in indane, tetraline, and 
phenylcyclopropane series and esters and methylamino deriva- 
tives of this amino acid were synthesized. They were assayed in 
vitro on four enzymes of the rat brain which are implicated in 
the biosynthesis of serotonin and dopamine. Their activity on 
the sleep/wakefulness rhythm was studied in the rabbit via elec- 
trophysiological methods. 31 references. (Author abstract modi- 
fied) 


003692 Hirose, K.; Matsushita, A.; Eigyo, M.; Jyoyama, H.; 
Fujita, A.; Tsukinoki, Y.; Shiomi, T.; Matsubara, K. Matsushita: 
Shionogi Research Laboratory, Shionogi & Co., Ltd., Fuku- 
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shima-ku, Osaka, 553, Japan Pharmacology of 2-0-chlorobenzoyl- 
4-chloro-N-methyl-Na glycylglycinanilide hydrate (45-0088-S), a 

with be: like properties. Arzneimittel-Fors- 
chung. 31(1):63-69, 1981. 


The pharmacological properties are discussed of 2-0-chloro- 
benzoyl-4-chloro-N-methyl-Na-glycylglycinanilide hydrate (45- 
0088-S), a novel dipeptido-aminobenzophenone compound. 45- 
0088-S, an open ring derivative of 1,4-benzodiazepine, was com- 
pared chemically and clinically to chlordiazepoxide, medaze- 
pam, diazepam, and imipramine hydrochloride. Data are pro- 
vided for the following experimental parameters concerning 45- 
0088-S: acute toxicity in mice; behavioral observation in mice 
and rats (spontaneous motor activity, open-field test); antimuri- 
cide activity in rats; muscle relaxation in mice and cats; hypoth- 
ermic activity, antifighting activity, and anticonvulsant activity 
in mice; effect on shuttlebox avoidance in mice and rats; effect 
on distracted reaction in rats; and effect on conflict behavior in 
rats and monkeys. 45-0088-S inhibited pentetrazole induced con- 
flict behavior in rats and monkeys, and induced muscle relax- 
ation in cats at lower doses than did diazepam. The pharmaco- 
logical profile of 45-0088-S suggests that it can be an active, 
water soluble antianxiety agent in humans. 16 references. (Jour- 
nal abstract modified) 


003693 Honore, Tage; Hjeds, Hans. Royal Danish School of 
Pharmacy, Dept. of Chemistry BC, DK-2100 Copenhagen 0, 
Denmark Synthesis and GABA-receptor binding activity of two 

uor i thylphenol European Journal of Medicinal 
Chemistry. 14(3):285-287, 1979. 


The fluoroaminomethylphenols 2-fluoro-5-aminomethylphenol 
and 2,4-difluoro-5-aminomethylphenol were synthesized and 
evaluated for effects on GABA binding to rat brain membranes. 
Both compounds were weak inhibitors of 3H-GABA binding. 
12 references. (Author abstract modified) 


003694 Kalix, Peter. Department de Pharmacologie, Universite 
de Geneve, Rue Ecole-de-Medecine 20, CH-1211 Geneve 4, 
Switzerland Hyperthermic response to (-)-cathinone, an alkaloid 
of Catha edulis (khat). Journal of Pharmacy and Pharmacology. 
32(9):662-663, 1980. 


A new khat alkaloid of the phenylethylamine type, (-)-cathin- 
one, induced hyperthermia in restrained rabbits. The hyperther- 
mic effect of (-)-cathinone was reduced by pretreatment with pi- 
mozide and blocked by pretreatment with haloperidol. The ef- 
fects of (-)-cathinone were similar to those of ()-amphetamine 
and suggest that the two substances act by the same mechanism. 
7 references. 


003695 Kornet, Milton J. College of Pharmacy, University of 
Kentucky, Lexington, KY 40506 Synthesis of phenylurethans of 
1,2-dialkyl-4-pyrazolidinols as anticonvulsant agents. Journal of 
Pharmaceutical Sciences. 69(6):729-731, 1980. 


Twelve phenylurethans of 1,2-dialkyl-4-pyrazolidinols were 
synthesized and were tested for anticonvulsant activity. The 
necessary 1,2-dialkyl-4-pyrazolidinols were obtained from the 
reaction of epichlorohydrin and 1,2-dialkylhydrazines according 
to a previously reported procedure. Hydrazinoalcohols possess- 
ing methyl, ethyl, and n-propyl substituents were prepared. 
Compounds were examined in the maximal electroshock seizure 
and subcutaneous pentylenetetrazol seizure threshold tests for 
anticonvulsant activity and neurotoxicity in male mice. Several 
compounds exhibited anticonvulsant activity. 5 references. 
(Author abstract modified) 


003696 Krulik, R.; Farska, I.; Prokes, J.; Tykva, R. Psychiatry © 


Research Unit, Medical School, Charles University, Ke Karlovu 
11, Prague 2, Czechoslovakia Distribution of cesium in the orga- 


nism and its effect on the nucleotide metabolism 
national Pharmacopsychiatry. 15(3):157-165, 1980. 


Inter- 


Distribution of cesium in various tissues of the rat and mouse 
and the effect on nucleotide metabolism enzymes were studied 
following a single dose of cesium chloride. In the mouse, maxi- 
mum cesium levels were reached in the kidneys, heart, lungs, 
and liver in the first hour, in the muscles after 8 hours, in the 
brain after 24 hours, and in the blood after 24 hours. Rats ex- 
creted 17% of the dose in 24 hours and 38% in 144 hours. In 
rats, equalization of plasma and red blood cell cesium levels 
took longer than 6 hours. Cesium transport was not entirely de- 
pendent on the ATPase system, as shown by the results given 
by the crude mitochondrial fraction with a reduced potassium 
content. Among the various univalent ions studied, the effect of 
cesium on creating kinase, 5’-nucleotidase, phosphodiesterase 
and deaminase activity was the smallest. Cesium’s relatively low 
toxicity and low level of metabolic changes strongly suggest 
that clinical tests with psychiatric patients might be successful. 
20 references. (Author abstract modified) 


003697 O’Donnell, John P.; Azzaro, A. J.; Urquilla, P. R. 
School of Pharmacy, West Virginia University Medical Center, 
Morgantown, WV 26506 Preparation and biological actions of N- 
2,2,2-trifluoroethyl-2-(3,4 dihydroxyphenyl)ethylamine. Journal of 
Pharmaceutical Sciences. 69(2):149-152, 1980. 


In an attempt to develop new dopaminergic drugs for the 
treatment of parkinsonism, N-2,2,2-trifluoroethyl-2-(3,4- 
dihydroxyphenyl)ethylamine was synthesized and compared to 
N-ethyl-2-(3,4-dihydroxyphenyl)ethylamine and dopamine. Do- 
pamine and the N-ethyldopamine analog both stimulated adeny- 
late cyclase activity in male Sprague-Dawley rat striatum in a 
dose dependent manner, but the N-trifluoroethyldopamine 
analog had only a weak effect. The N-ethyldopamine and N-tri- 
fluoroethyldopamine analogs both had relaxant effects in isolat- 
ed rabbit renal and ear arteries, but neither showed selectivity 
for dopamine receptors. 26 references. (Author abstract modi- 
fied) 


003698 Papadopoulou-Daifotis, Z.; Costakis, Evan; Tsatsas, 
Georges; Varonos, D. Laboratory of Chemical Pharmacology, 
University of Athens, Athens, Greece /Synthesis and pharmaco- 
logical activity of some 2-imino-3-alkyl thiazoline derivatives./ 
Synthese et activite pharmacologique de quelques derives de 
Vimino-2 alkyl-3 thiazoline. European Journal of Medicinal 
Chemistry. 14(3):253-256, 1979. 


New 2-alkylaminoacylimino-3-alkyl-thiazolines were synthe- 
sized and tested for pharmacological activity in male mice. 
Some of the products demonstrated sedative or tranquilizing 
action and had antiaggressive effects. Some of the compounds 
exhibited antiinflammatory effects. 12 references. (Author ab- 
stract modified) 


003699 Popp, F. D.; Parson, R.; Donigan, B. E. Dept. of 
Chemistry, University of Missouri-Kansas City, Kansas City, 
MO 64110 Synthesis of potential anticonvulsants: condensation of 
isatins with acetone and related ketones. Journal of Pharmaceuti- 
cal Sciences. 69(10):1235-1237, 1980. 


Substituted isatins were condensed with acetone and other ke- 
tones to give analogs of 3-hydroxy-3-acetonyloxindole, and the 
anticonvulsant activity of the resultant compounds was assessed. 
Some of these alcohols were dehydrated and several compounds 
with anticonvulsant activity were obtained. It appears that 3-hy- 
droxy-3-acetonyloxindole is the most potent compound in this 
series in the maximal electroshock seizure test. 7 references. 
(Author abstract modified) 


Pharmacology, College 
cy, University of South Carolina, Columbia, SC 29208 Anticon- 
vulsant properties of selected pyrrolo(2,3-d)pyrimidine-2,4-diones 
and intermediates. Journal of Pharmaceutical Sciences. 
69(4):473-476, 1980. 


anticonvulsant activity. The results suggest that the ni- 
were more potent compared to the carbamyl 
due to higher lipid solubility. 14 references. (Author ab- 


ogy. 32(6):439-440, 1980. 
of oxotremorine, N-(4-(1-azetidinyl)-2- 


003702 Simon, L. D.; Simon, F. R.; Mohasci, E.; Berger, L.; 
Simon, E. J. New York University Medical Center, New York, 
NY 10016 Effect of the position of the phenolic group in morphin- 
ans on their affinity for opiate receptor binding. Life Sciences. 
28(24):2769-2772, 1981. 


Homologous series of N-methyl, N-allyl, and N-cyclopropyl- 
methyl-morphinans, differing only in the position of the pheno- 
lic hydroxy group, were examined with respect to their binding 
affinities for the opiate receptor. IC50’s were determined for 
competition with 3H-naltrexone in the presence and absence of 
100 mM NaCl. While the compounds with the hydroxy in the 3 
position had the highest affinity, the corresponding molecules 
with the hydroxy in the 2 position or 4 position had significant 
binding affinity ranging from 30 nM in the cyclopropylmethyl 
series to 400nM for the 2-hydroxy N-methyl morphinan. The 
sodium indices were also very similiar to those of the corre- 
sponding 3-hydroxy compounds. The only 1-hydroxy derivative 
available was about fivefold weaker than the the corresponding 2- 
hydroxy and 4-hydroxy compounds. Covering or removing the 
hydroxy group greatly weakened the binding but did not totally 
destroy it. There was good correlation between binding affinity 
and pharmacological potency for all except the methoxy com- 
pounds. Their high potency is consonant with in vivo hydroly- 
sis of the methyl ether. 9 references. (Author abstract) 


003703 Susic, Veselinka; Masirevic, Gordana. Dept. of Physiol- 
ogy, School of Medicine, University of Belgrade, Visegradska 


dihydroergotoxine (Redergine 
ness cycle in the cat. Gerontology. 27(1,2):1-6, 1981. 


Psychopharmacology Abstracts 


The action of chronic administration of dihydroergotoxine 
(DHET) on the sleep wakefulness cycle of the cat was investi- 
gated, with particular attention to the increase in slow-wave 
sleep (SWS). DHET was administered intraperitoneally at a 
dose of Img/kg for 5 days. Results indicate that DHET acts on 
the sleep wakefulness cycle by increasing wakefulness and SWS 
and decreasing rapid eye movement sleep. The effects were 
fairly stable but had a tendency to diminish with time. Such al- 
terations in the sleep wakefulness are possible indices of the 
beneficial effects seen in elderly human patients treated with 
DHET. 34 references. (Author abstract modified) 


003704 Ursin, Reidun. Institute of Physiology, University of 
Bergen, Arstadveien 19, N-5000 Bergen, Norway Does para- 


y ponto-geniculo-occipital waves in cats? Waking and 
Sleeping. 43): 211-221, 1980. 


The effect of para-chlorophenylalanine (PCPA) on wakeful- 
ness and sleep in the cat was examined with particular emphasis 
on the waking state and on the ponto-geniculo-occipital (PGO) 
activity. Sleep waking stages and PGO activity were continu- 
ously recorded for 2 days following a control injection and for 
5 days following a single injection of 200mg/kg PCPA. Follow- 
ing PCPA, quiet waking with desynchronized EEG activity 
was increased and waking with synchronous EEG activity was 
reduced. Active waking was not changed. Sleep was reduced 
following PCPA, in particular slow-wave sleep with slow syn- 
chronous waves. The distribution of PGO activity on the sleep 
waking stages was altered after administration of PCPA. The 
sleep waking changes preceded the PGO wave redistribution by 
12 to 18 hours. Data do not support the PGO wave activation 
hypothesis for the sleep loss following PCPA administration. It 
is concluded that PCPA affects a deactivating, possibly slow- 
wave producing mechanism, affecting relaxed waking and deep 
slow-wave sleep but not sleep per se. 11 references. (Author ab- 
stract modified) 


003705 Valzelli, L.; Bernasconi, S.; Sala, A. Istituto di Ricerche 
Farmacologiche Via Eritrea 62, I-20157 Milano, Italy Piracetam 
activity may differ according to the age of the recipient mouse. 
International Pharmacopsychiatry. 15(3):150-156, 1980. 


Piracetam was administered to young and old mice in order 
to investigate whether age modifies the activity of this relatively 
new, centrally acting drug. After piracetam administration, old 
mice showed a notably greater increase in brain tryptophan than 
young animals. Furthermore, piracetam significantly improved 
the learning capacity of young mice, but was remarkably more 
active in improving the performance of old mice. These results 
suggest that piracetam is especially effective in restoring the 
neurobiological setting of the aging brain. 39 references. 
(Author abstract) 


003706 Watling, K. J. Biological Laboratories, Harvard Uni- 
versity, Cambridge, MA 02138 Stereospecific inhibition of dopa- 
mine-sensitive adenylate cyclase in carp retina by the enantioners 
of 
dibenzo(a,d)cyclohepten-5-ylidene) piperidine (CTC). Journal of 
Pharmacy and Pharmacology. 32(11):778-779, 1980. 


The effect of 1-cyclopropylmethyl-4-(3-trifluoromethylthio- 
5H-dibenzo(a,d)cyclohep- ten-5-ylidene) piperidine (CTC) on 
dopamine stimulated adenylate cyclase activity was studied in 
carp retina. Results showed that (-)-CTC is a potent antagonist 
of dopamine sensitive adenylate cyclase, whereas ()-CTC is es- 
sentially inactive. These findings suggest that the enantiomers of 
CTC may be useful tools in the study of dopamine receptors in 
the CNS. 6 references. 


02 

003700 

003700 Powers, Debra L.; Sowell, J. Walter, Sr., Freeman, J. 

A series of pyrrol(2,3-d)pyrimidine-2,4-diones and interme- 

diates was tested for anticonvulsant activity in mice. Eleven of 

the 15 compounds possessed anticonvulsant activity against pen- 

tylenetetrazol induced convulsions. One compound afforded 

more anticonvulsant protection against pentylenetetrazol than 

did trimethadione (67% and 50%, respectively). A suspension of 

trile Be chlorophenylalanine produce disturbed waking, disturbed sleep or 

stract) 

003701 Resul, B.; Lewander, T.; Zetterstrom, T.; Ringdahl, B.; 

Muhi-Eldeen, Z.; Dahlbom, R. Dahlbom: Dept. of Organic 

Pharmaceutical Chemistry, University of Uppsala, Box 574, S- 

751 23 Uppsala, Sweden Synthesis and pharmacological proper- 

ties of N-(4-(1-azetidinyl)-2-butynyl)-2-pyrrolidone, a highly potent 

oxotremorine-like agent. Journal of Pharmacy and Pharmacol- 

cological activity in mice and rats. The analogue elicited all 

symptoms usually observed after oxotremorine administration, 

including tremor, head twitch, hypokinesia, rigidity, lacrimation, 

salivation, diarrhea, and hypothermia. Peak responses occurred 

30 minutes after administration of oxotremorine or its analogue, 

but the analogue had a slightly longer duration of action and 

was nearly twice as potent as oxotremorine. Pretreatment with 

atropine blocked the effects of oxotremorine and the azetidine 

analogue. 12 references. 
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003707 Watzman, Nathan; Buckley, Joseph P. Buckley: College 
of Pharmacy, University of Houston, Houston, TX 77004 Com- 
parative analgesic, behavioral, and dependence properties of mor- 
phine and 0-(4-methoxylphenylcarbamoyl)-3 diethylaminopropio- 
phenone oxime hydrochloride. Journal of Pharmaceutical Sci- 
ences. 69(2):225-226, 1980. 


The analgesic activity of 0-(4-methoxylphenylcarbamoy]l)-3- 
diethylaminopropiophenone oxime hydrochloride was investi- 
gated in electroshock tests in male Swiss-Webster mice. The an- 
algesic potency of 0-(4-methoxylphenylcarbamoy])-3-diethyla- 
minopropiophenone oxime hydrochloride was equal to or great- 
er than that of morphine. Neither nalorphine nor withdrawal 
produced visible behavioral effects in male Sprague-Dawley rats 
treated with 0-(4-methoxylphenylcarbamoy])-3-diethylaminopro- 
piophenone oxime hydrochloride for 21 days, suggesting the 
physical dependency liability of the compound may be less than 
that of morphine. 7 references. (Author abstract modified) 


03 MECHANISM OF ACTION: PHYSIOLOGICAL, 
BIOCHEMICAL AND PHARMACOLOGICAL 


003708 Ahluwalia, P.; Singhal, R. L. Dept. of Pharmacology, 
Faculty of Health Sciences, School of Medicine, University of 
Ottawa, Ottawa, Ontario KIN 9A9, Canada Effect of low-dose 
lithium administration and subsequent withdrawal on biogenic 
amines in rat brain. British Journal of Pharmacology. 71(2):601- 
607, 1980. 


The effects of low dose lithium administration (2mEq/kg/ 
day) and its subsequent withdrawal on brain biogenic amines 
were studied in male Sprague-Dawley rats. Levels of striatal 
tyrosine and midbrain tryptophan were increased after lithium 
administration, while striatal tyrosine hydroxylase and midbrain 
tryptophan hydroxylase activities were slightly decreased. With- 
drawal resulted in a decrease in tyrosine content and increases 
in tyrosin hydroxylase activity, tryptophan level, and trypto- 
phan hydroxlase activity. Lithium treatment and withdrawal 
caused regional changes in levels of noradrenaline and dopamine 
and decreased levels of 3-methoxy-4-hydroxyphenylglycol and 
3,4-dihydroxyphenylacetic acid. Homovanillic acid decreased as 
a result of lithium treatment, but was greatly elevated after 
withdrawal. Levels of 5-hydroxytryptamine decreased in some 
brain regions after lithium treatment, but returned toward con- 
trol values after withdrawal. Levels of 5-hydroxyindoleacetic 
acid also showed regional variation as a result of lithium treat- 
ment and withdrawal. 35 references. (Author abstract modified) 


003709 Ahnert-Hilger, Gudrun; Habermann, Ernst. Rudolf- 
Buchheim-Institut fur Pharmakologie der Justus-Liebig-Univer- 
sitat Giessen, Frankfurter Strasse 107, D-6300 Giessen, West 
Germany Increase of cGMP and accumulation of 45Ca2 evoked 
by drugs acting on sodium or potassium channels. European Jour- 
nal of Pharmacology. 70(3):301-310, 1981. 


Cyclic guanosine monophosphate (CGMP) and labeled cal- 
cium ion (45Ca2) accumulation were measured in adult NMRI 
mouse cerebellar slices after treatment with compounds that 
affect ion channels in excitable membranes. Cyclic GMP and 
45Ca2 were elevated by scorpion toxin and sea anemone toxin- 
Il, which keep the activated sodium channel open, and by 4- 
aminopyridine and tetraethylammonium, which block potassium 
conductance. Tetrodotoxin inhibited the effects of these four 
drugs, but did not inhibit the effect of depolarizing concentra- 
tions of potassium. The cyclic GMP content of nonexcitable 
cells, such as isolated hepatocytes from rat and guinea-pig, was 
not affected in a comparable manner. It is concluded that in ex- 
citable cells, sodium influx triggers an increase in intracellular 
free calcium and cyclic GMP and that this effect is independent 


of the ion channel primarily affected. 40 references. (Author ab- 
stract modified) 


003710 Akasu, Takashi; Hirai, Keiji; Koketsu, Kyozo. Dept. of 
Physiology, Kurume University School of Medicine, Kurume 
830, Japan 5-Hydroxytryptamine controls ACh-receptor sensitiv- 
ity of bullfrog sympathetic ganglion cells. Brain Research. 
211(1):217-220, 1981. 


The direct interaction of 5-hydroxytryptamine (5-HT) with 
nicotinic acetylcholine (ACh) receptors was demonstrated in 
bullfrog sympathetic ganglion cells and frog skeletal muscle 
endplates. The action of 5-HT was comparable to that of d-tu- 
bocurarine, suggesting that 5-HT may decrease the affinity of 
ACh for nicotinic receptor sites. 7 references. (Author abstract 
modified) 


003711 Ali, B. H.; Bartlet, A. L. Dept. of Veterinary Pharma- 
cology, University of Edinburgh, Edinburgh, EH9 1QH, Eng- 
land Inhibition of monoamine oxidase by furazolidone in the 
chicken and the influence of the alimentary flora thereon. British 
Journal of Pharmacology. 71(1):219-224, 1980. 


Monoamine oxidase (MAO) activity was reduced by 47% to 
72% in the duodenal mucosa, heart, and brain of Thornber 
chickens given feed treated with furazolidone for 10 days. MAO 
activity in the liver was not altered by this treatment. Adminis- 
tration of 200mg/kg furazolidone by crop tube inhibited MAO 
activities in duodenal mucosa, liver, heart, and brain. Intramus- 
cular administration of 200mg/kg furazolidone did not inhibit 
MAO activity. Pretreatment with intramuscular neomycin did 
not antagonize the inhibition of MAO activity by furazolidone 
(200mg/kg, crop tube). Pretreatment with neomycin by crop 
tube suppressed the alimentary flora and significantly reduced 
the effect of furazolidone on MAO activity. This finding sug- 
gests that furazolidone is transformed by the alimentary flora to 
an active metabolite that subsequently inhibits MAO activity in 
other regions. Furazolidone did not alter aminopyrine demethy- 
lase activity in the liver or aspartate transaminase activity in 
plasma. 20 references. (Author abstract modified) 


003712 Allison, J. H.; Boshans, R. L.; Hallcher, L. M.; Pack- 
man, P. M.; Sherman, W. R. Sherman: Dept. of Psychiatry, 
Washington University School of Medicine, St. Louis, MO 
63110 The effects of lithium on myo-inositol levels in layers of 
frontal cerebral cortex, in cerebellum, and in corpus callosum of 
the rat. Journal of Neurochemistry. 34(2):456-458, 1980. 


The effects of lithium on myoinositol levels in layers of fron- 
tal cerebral cortex, in cerebellum, and in corpus callosum of the 
rat were investigated. Lithium lowers myoinositol concentra- 
tions to the same degree in layers I through VIA of the frontal 
cerebral cortex; myoinositol levels in layer VIB and in subcorti- 
cal white matter were unaltered. Results confirm and extend 
previous observations that lithium reduces the levels of myoino- 
sitol in rat cerebral cortex but not in cerebellum. These results 
are consistent with the view that the lithium effect on myoinosi- 
tol is mediated through a muscarinic cholinergic mechanism. 17 
references. 


003713 Amiragova, M. G.; Stul’nikov, B. V.; Kuksgaus, N. E. 
Lab. neyroendokrinnoy regulyatsii, Institut normal'noy fiziologii 
im. P. K. Anokhina, Moskva, USSR /Thyroxin sensitivity of 
sensorimotor cortical neurons and the hypothalamic ventromedial 
nucleus./ Chuvstvitel’nost’ neyronov sensomotornoy kory i 
ventro-medial’nogo yadra gipotalamusa k tiroksinu. Fiziologi- 
cheskiy Zhurnal SSSR imeni I. M. Sechenova. 66(9):1292-1297, 
1980. 


03 
003714 


Thyroxin sensitivity of sensorimotor cortical neurons and the 
hypothalamic ventromedial nucleus was studied in 25 alert rab- 
bits using thyroxin microionophoresis without general anesthesia 
and without muscle relaxation. The activity of the neurons was 
recorded extracellularly. Using novocaine, openings were made 
in the skull over the portions of the brain to be studied. The 
firm brain membrane was removed, and thorough hemostasis 
was performed. The openings were filled with an agar solution. 
Using the coordinates of the Sowyer atlas, four channel Pyrex 
microelectrodes were introduced into the area of the sensorimo- 
tor cortex and the hypothalamic ventromedial nucleus. During 
registration of neuronal activity one of the channels was filled 
with a solution of NaCl. The other channels were filled with 
thyroxin. Using a physiological solution and NaOH the pH was 
brought to 9.5. Results show different sensitivity of these struc- 
tures to thyroxin. 20 references. (Journal abstract modified) 


003714 Andoh, Ryuichiro; Shima, Keisetsu; Miyagawa, Toshiji; 
Sakurada, Shinobu; Kisara, Kensuke; Ohsawa, Keisuke; Takaha- 
shi, Mitsuo. Dept. of Chemical Pharmacology, Tohoku College 
of Pharmacy, Sendai 983, Japan Excitatory effects of dihydro- 
capsaicin on nociceptive neurons in the medial thalamus. Japanese 
Journal of Pharmacology. 30(5):599-605, 1980. 


The effects of capsaicin and dihydrocapsaicin on single unit 
activity in the medial thalamus were studied in 32 cats immobi- 
lized with gallamine. Of the 56 neurons recorded, 28 were re- 
sponsive to both noxious and nonnoxious stimuli, 16 were acti- 
vated only by nonnoxious stimuli, and 12 failed to respond to 
any natural stimulus. Somatic receptive fields of nociceptive and 
nonnociceptive neurons were widely distributed over the whole 
body. Intraarterial administration of bradykinin, capsaicin, or di- 
hydrocapsaicin activated 26 of the 28 nociceptive neurons but 
only 2 of the 16 nonnociceptive neurons. The increase in firing 
frequency induced by capsaicin and dihydrocapsaicin was inhib- 
ited by morphine; and the morphine inhibition was in turn an- 
tagonized by naloxone. Medial thalamic neuronal activity in- 
duced by nonnoxious stimuli was not affected by morphine or 
naloxone. Results suggest that capsaicinoids, like bradykinin, se- 
lectively activate pain conducting fibers. 15 references. (Author 
abstract modified) 


003715 Anhut, H.; Knepel, W.; Nutto, D.; Hertting, G. Phar- 
makologisches Institut der Universitat Freiburg, Hermann- 
Herder-Strasse 5, D-7800 Freiburg i.Br., West Germany Va- 
sopressin stimulates release of beta-lipotropin and beta-endorphin 
in conscious rats as measured by radioimmunoassay of unextract- 
ed plasma. Naunyn-Schmiedeberg’s Archives of Pharmacology. 
316(1):59-63, 1981. 


Arginine vasopressin caused a dose dependent increase in 
plasma beta-endorphin-like immunoreactivity in male Wistar 
rats, from 34.5fmol/ml in vehicle treated rats to 205.0fmol/ml 
after injection of the highest dose of vasopressin (486ng/100g). 
In view of the cross-reactivity of beta-lipotropin (beta-LPH) in 
the radioimmunoassay used, plasma was extracted and subjected 
to gel chromatography. On the average, about 70% of the beta- 
endorphin-like immunoreactivity coeluted with human beta- 
LPH and about 30% with human beta-endorphin. Results indi- 
cate that vasopressin stimulates beta-LPH and beta-endorphin 
release into the systemic circulation. 31 references. (Author ab- 
stract modified) 


003716 Anissimov, J. Z; Deleva, J. I; Nicolov, N. A.; Suda- 
kov, K. V.; Sherstnev, V. V. Nicolov: Dept. pathophysiology, 
1, G. Sofiisky Str., Sofia 1431, Bulgaria Neuronal sensitivity of 
some brain regions to Angiotensin II in rabbits. Agressologie. 
21(3):171-175, 1980. 


Psychopharmacology Abstracts 


Peculiarities and characteristics of neuronal sensitivity to the 
microionophoretic introduction of Angiotensin II in the brain 
cortex, locus coeruleus, and hypothalamus of unanesthetized 
rabbits were studied. Six typical neuronal reactions to Angioten- 
sin II were observed, including fast and slow activating and in- 
hibiting reactions and phase reactions. Results show that 85% of 
cortical neurons, 75% of locus coeruleus neurons, and 63% of 
hypothalamic neurons are sensitive to Angiotensin II. It is 
thought that peculiarities and sensitivity observed in the neurons 
which were studied are determined by their functional and neur- 
ochemical properties. 32 references. (Journal abstract modified) 


003717 Asano, Tomiko; Mizutani, Akira. Dept. of Biochemis- 
try, Institute for Developmental Research, Aichi Prefectural 
Colony, Kasugai, Aichi 480-03, Japan Brain benzodiazepine re- 
ceptors and their rapid changes after seizures in the Mongolian 
gerbil. Japanese Journal of Pharmacology. 30(6):783-788, 1980. 


The potencies of various benzodiazepines as inhibitors of 3H- 
diazepam binding to Mongolian gerbil brain membranes corre- 
lated closely with their potencies as anticonvulsants. Seizures in- 
creased the specific binding of 3H-diazepam to membranes of all 
regions of the gerbil brain, with the greatest increase in the 
striatum. The increase was maximal 10 minutes after the seizure, 
and binding returned to control level within 20 minutes. The in- 
crease in specific 3H-diazepam binding was due almost entirely 
to changes in the affinity of 3H-diazepam for its receptors. 17 
references. (Author abstract modified) 


003718 Azuma, Haruyoshi; Oshino, Nozomu. Research II, 
Nihon Schering K. K. 2-6-64, Nishimiyahara, Yodogawa-ku, 
Osaka 532, Japan Stimulatory action of lisuride on dopamine-sen- 
sitive adenylate cyclase in the rat striatal homogenate. Japanese 
Journal of Pharmacology. 30(5):629-639, 1980. 


Guanosine triphosphate (GTP) and guanyl-5’-yl imidophos- 
phate significantly potentiated the stimulatory effect of lisuride 
on dopamine sensitive adenylate-cyclase activity in male Spra- 
gue-Dawley rat corpus striatum homogenates. Haloperido! abol- 
ished the effect of lisuride. At a concentration above 3mcM, li- 
suride inhibited stimulation of cyclic AMP formation by dopa- 
mine. Results indicate that lisuride, like apomorphine, acts as a 
partial agonist/antagonist. 31 references. (Author abstract modi- 
fied) 


003719 Baker, G. B.; McKim, H. R.; Coutts, R. T.; Calverley, 
D. G.; Benderly, A.; Dewhurst, W. G. Neurochemical Research 
Unit, Dept. of Psychiatry, University of Alberta, Edmonton, Al- 
berta, Canada T6G 2G3 Interactions between a monofluorinated 
analogue of p-chloroam and 5-hydroxytryptamine in 
brain. Neuropharmacology. 19(12):1255-1256, 1980. 


Interactions between a monofluorinated analogue of p-chlor- 
oamphetamine (pCA), 2-amino-1-(4-chlorophenyl)-3-fluoropro- 
pane (FpCA), and brain 5-hydroxytryptamine (5-HT) were in- 
vestigated. Administration of pCA resulted in a marked de- 
crease (54%) of brain 5-HT concentrations after 1.5 hours, and 
the 5-HT level was depressed still further after 24 hours. The 
monofluorinated analogue, FpCA, caused a significant decrease 
(24%) of brain 5-HT levels at 1.5 hours, but by 24 hours, 5-HT 
had returned to control values. It is suggested that FpCa may 
be a useful pharmacological tool for the study of processes such 
as tryptophan hydroxylase activity. 8 references. 


003720 Bannet, Jacob; Gillis, Samuel; Ebstein, Richard P.; Bel- 
maker, Robert H. Belmaker: Jerusalem Mental Health Center - 
Ezrath Nashim, P.O. Box 140, Jerusalem, Israel Effect of chron- 
ic sulpiride on striatal spiperone binding, International Pharma- 
copsychiatry. 15(6):334-337, 1980. 
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The effect of chronic sulpiride was compared to that of 
chronic haloperidol on striatal 3H-spiperone binding in rats. In- 
creased 3H-spiperone binding after chronic neuroleptic treat- 
ment has been proposed as a molecular model of tardive dyskin- 
esia. Three weeks of haloperidol feeding caused a 28% increase 
in 3H-spiperone binding, whereas even very high dose sulpiride 
had no effect on spiperone binding. These findings support the 
concept that sulpiride may be a unique neuroleptic with regard 
to long-term effects on dopamine receptors. 15 references. 
(Author abstract modified) 


003721 Bar, P. R.; Gispen, Willem H.; Isaacson, Robert L. 
Isaacson: Dept. of Psychology, SUNY, Binghamton, NY 13901 
Behavioral and regional neurochemical sequelae of hippocampal 
destruction in the rat. Pharmacology Biochemistry and Behav- 
ior. 14(3):305-312, 1981. 


Endogenous in vitro protein phosphorylation was measured in 
membranes obtained from the nucleus accumbens, nucleus cau- 
datus, septal area, hypothalamus, and frontal neocortex of male 
Wistar rats 8 and 28 days after bilateral hippocampal lesions, 
damage limited to the posterolateral neocortex, or sham oper- 
ations. Membrane protein profiles measured by sodium dodecyl 
sulphate polyacrylamide slab gel electrophoresis from tissue ob- 
tained from all groups were remarkably similar, as were the 
phosphoprotein profiles. The most prominent bands for phos- 
phoprotein activity had estimated molecular weights of 43K, 
48K, 50K, and 82K dalton. Endogenous phosphorylation was 
enhanced in the caudate and accumbens samples 8 days after 
hippocampal destruction, but samples from these areas in corti- 
cally lesioned animals did not differ from control samples. Both 
groups of lesioned animals had enhanced endogenous phosphor- 
ylation of membrane proteins in caudate and accumbens samples 
28 days after surgery, compared to controls. Changes were also 
found in neocortical samples. Animals with hippocampal de- 
struction tended to groom less than other animals at both post- 
operative periods, but did not differ from the other animals 
when tested for excessive grooming after water immersion. 47 
references. (Author abstract modified) 


003722 Barbeau, H.; Bedard, P. Dept. of Anatomy, Laval Uni- 
versity, Centre de recherche en neurobiologie, Hopital de |’En- 
fant Jesus, 140, 18e Rue Quebec G1J 1Z4, Canada Denervation 
supersensitivity to 5-hydroxytryptophan in rats following spinal 
transection and 5,7-dihydroxytryptamine injection. Neuropharma- 
cology. 20(6):611-616, 1981. 


Within 3 days after transection of the spinal cord in female 
Wistar rats, a single injection of 5-hydroxytryptophan (5-HTP) 
or quipazine induced a small increase in the spontaneous electro- 
myographic (EMG) activity in the paralyzed hindlimbs. The 
amplitude of the response increased with time and reached a 
maximum 30 days after transection. The amplitude of the flexor 
contraction in response to electrical stimulation of the paw also 
increased progressively after transection. When transection was 
performed 20 days after intraventricular injection of 5,7-dihy- 
droxytryptamine, 5-HTP markedly increased the spontaneous 
level of EMG activity in the hindlimbs 1 day after transection, 
but did not significantly modify the flexor response. Results sug- 
gest that specific supersensitivity to serotonin develops after 
spinal cord transection. 13 references. (Author abstract modi- 
fied) 


003723 Barkai, Amiram I. Dept. of Psychiatry, Columbia Uni- 
versity College of Physicians and Surgeons, 722 West 168th St., 
New York, NY 10032 Myo-inositol turnover in the intact rat 
brain: increased production after d-amphetamine. Journal of 
Neurochemistry. 36(4):1485-1491, 1981. 


Apparent turnover of myo-inositol in the brain of urethane 
anesthetized rats was estimated in vivo from the rate of appear- 
ance of endogenous myo-inositol in the cerebroventricular com- 
partment. Ventricular-cisternal perfusion technique combined 
with isotope dilution of (14C)myo-inositol was used to deter- 
mine the rate of appearance of brain produced myo-inositol and 
its modification by d-amphetamine. A mean value of 0.75 nmol/ 
min was obtained for the rate of appearance in the cerebroven- 
tricular system. A dose dependent increase in this rate was seen 
after the administration of d-amphetamine. The endogenous re- 
moval of myo-inositol from the perfusate was also studied and 
found to be mediated in part by a saturable transport system 
that was not influenced by d-amphetamine. The rate of entry of 
myo-inositol from blood to the cerebroventricular system was 
very low and accounted for only 2% of the total rate of appear- 
ance, indicating that the majority of myo-inositol in the rat cere- 
broventricular fluid originates in the brain. 30 references. 
(Author abstract modified) 


003724 Barondes, Samuel H. Dept. of Psychiatry, University of 
California, San Diego, La Jolla, CA 92093 Developmentally reg- 
ulated lectins in slime moulds and chick tissues -- aa 
hesion molecules? In: Curtis, A., Cell adhesion and motility. 
Cambridge, MA, Cambridge University Press, 1980. (p. 309- 
328). 


Approaches to the identification of cell adhesion molecules 
are considered, and studies of lectins in cellular slime molds and 
chick tissues which implicate them as possible cell adhesion 
molecules are reviewed. There is considerable evidence that the 
lectins in slime molds play a role in cell-cell adhesion. Four out 
of five criteria are met and failure to consistently meet the fifth 
criterion could be a false negative. Much less is known about 
the lectins in developing and adult chick tissue: however, some 
evidence is consistent with their role in cell-cell or cell-matrix 
interactions. There is a distinct possibility that the same lectin 
functions differently in different tissues and at different stages of 
development. 26 references. 


003725 Basseches, P. J.; DiGregorio, G. J. Hahnemann Medi- 
cal College, Hospital of Philadelphia, 245 North 15th St., Phila- 
delphia, PA 19102 Quantitation and comparison of phenobarbital 
levels in the plasma, saliva, and cerebrospinal fluid of the rat, and 
the demonstration of an alteration of drug passage by ethanol. 
Drug and Alcohol Dependence. 5:305-310, 1980. 


The ability and extent of three biological fluids (plasma, 
saliva, and cerebrospinal fluid) to compartmentalize intravenous- 
ly administered phenobarbital was examined and was correlated. 
The three fluid compartments showed markedly different levels 
of phenobarbital, although this probably did not reflect qualita- 
tive differences in the barriers that separate them, but rather in 
the nature of the compartments themselves. Intravenous admin- 
istration of 400mg/kg ethanol following the intravenous admin- 
istration of 20mg/kg phenobarbital was shown to alter the pas- 
sage of phenobarbital into the different fluid compartments, 
causing a significant increase in the phenobarbital level of cere- 
brospinal fluid as compared to controls receiving no ethanol. 
Although the effect seen in the cerebrospinal fluid was signfi- 
cant and the effect in saliva was not significant, it is concluded 
that the action of ethanol in altering drug passage is a nonspeci- 
fic effect on the vasculature. This finding of altered drug pas- 
sage helps explain the observed synergistic interaction of eth- 
anol and various sedative drugs. (Journal abstract modified) 


003726 Baudry, Michel; Lynch, Gary. Dept. of ee 
University of California, Irvine, CA 92717 Characterization of 
two (3H)glutamate binding sites in rat hippocampal membranes. 
Journal of Neurochemistry. 36(3):811-820, 1981. 


an specific binding of L-3H-glutamate to Sprague-Dawley 
membranes was inhibited by low concentra- 
pnd of sodium (0.5 to 5.0mM), but was stimulated by higher 
concentrations (10 to 150mM). The relative potencies of various 
compounds as inhibitors of L-3H-glutamate binding suggested 
that sodium independent binding sites were related to postsynap- 
tic glutamate receptors and that sodium dependent sites were re- 
lated to high affinity uptake sites. The regional distribution of 
the sodium dependent site varied considerably in parallel with 
that of high affinity glutamate uptake. The sodium independent 
binding site showed less regional variation. 31 references. 
(Author abstract modified) 


003727 Behbehani, M. M. Dept. of Physiology, University of 
Cincinnati, College of Medicine, 231 Bethesda Ave., Cincinnati, 
OH 45267 Effect of chronic morphine treatment on the interac- 
tion between the periaqueductal grey and the nucleus raphe 
magnus of the rat. Neuropharmacology. 20(6):581-586, 1981. 


Injection of glutamate into the periaqueductal grey (PAG) of 
Dawley rats increased the firing rate of cells in the 
PAG and nucleus raphe magnus (NRM) and produced analge- 
sia. In morphine tolerant animals, the response of NRM cells to 
microinjection of glutamate into the PAG was reduced signifi- 
cantly. After naloxone was iontophoresed into the NRM, there 
was a small increase in the spontaneous firing rate and gluta- 
mate produced a significant increase in NRM cell firing rate. It 
is concluded that chronic morphine treatment decreased the ef- 
fectiveness of excitation of cells in the PAG in activating NRM 
cells. This process may be involved in the development of toler- 
ance to the analgesic effect of morphine. 40 references. (Author 
abstract modified) 


003728 Benardo, Larry S.; Prince, David A. Prince: Dept. of 
Neurology, Stanford University School of Medicine, Stanford, 
CA 94305 Acetylcholine induced modulation of pyra- 
midal neurons, Brain Research. 211(1):227-234, 1981. 

In guinea-pig hippocampal slices maintained in vitro, acetyl- 
choline (ACh) induced slow depolarizations and simultaneous 
increases in membrane resistance (RN) in pyramidal neurons. In- 
creases in RN had voltage dependent as well as voltage inde- 
pendent components. These effects were associated with in- 
creases in cell discharge frequency and the development of 
spontaneous and evoked burst discharges. Muscarinic antago- 
nists blocked these actions and produced a decrease in mem- 
brane resistance, which appeared to be due to blockade of a 
tonic effect of ACh on postsynaptic membrane properties. Re- 
sults suggest that ACh acts as a neuromodulator in the hippo- 
campus. 36 references. (Author abstract modified) 


003729 Bendek, G.; Hahn, Z. Institute of Physiology, Universi- 
ty Medical School, Szigeti u. 12, Pecs, H-7643, Hungary Effect 
of amphetamine on the metabolism and incorporation of (3H)-thy- 
midine into DNA of developing rat brain. Developmental Neur- 
oscience. 4(1):55-65, 1981. 


The effect of amphetamine on the metabolism and incorpora- 
tion of (3H)-thymidine into DNA of developing rat brain was 
investigated. High doses of dl-amphetamine inhibited the cell 
proliferation in the forebrain of 10-day-old rats 2 hours after 
treatment, in terms of the incorporation of (3H)-thymidine into 
DNA. The relative specific radioactivity of DNA was de- 
creased to 70% compared to controls. The norepinephrine level 
of the forebrain was reduced to 30% to 50% of the control 
value. The observed elevation of plasma corticosterone level did 
not appear to mediate the effect on cell proliferation. Kinetic 
studies indicated that the entry of precursor from the blood to 
the brain tissue was enhanced, but the higher tissue concentra- 
tion of precursor was not utilized in the DNA synthesis with 
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the same speed. DNA synthesis in the cerebellum was not sup- 
pressed by amphetamine treatment. The possible connection be- 
tween the change in norepinephrine pools and the proliferative 
activity is considered. 40 references. (Author abstract modified) 


003730 Benzi, G.; Arrigoni, E.; Dagani, F.; Marzatico, F.; 
Curti, D.; Raimondo, S.; Dossena, M.; Polgatti, M.; Villa, R. F. 
Dept. of Science, Institute of Pharmacology, University of 
Pavia, Pavia, Italy Age-dependent modification of drug interfer- 
ence on the activities of the rat brain. Experimental 
Gerontology. 15(6):593-603, 1980. 


Age dependent and drug dependent changes of some cerebral 
enzyme activities (lactate dehydrogenase, citrate synthase, and 
malate dehydrogenase, total NADH-cytochrome-c reductase, 
and cytochrome oxidase) were studied in the homogenate in 
toto and/or in the crude mitochondrial fraction of the brains of 
20-week-old, 60-week-old, 100-week-old, and 140-week-old rats. 
Enzyme activities decreased consistently with age. The effects 
of trimetazidine, papaverine, vincamine, theophylline, nicergo- 
line, and cytidine diphosphate choline on enzyme activities were 
assessed. Drug interference with enzyme activities was found to 
decrease with age. 28 references. (Author abstract modified) 


003731 Besser, G. M.; Delitala, G.; Grossman, Ashley; Stubbs, 
W. A.; Yeo, T. Dept. of Endocrinology, St. Bartholomew’s 
Hospital, London, EC1A 7BE, England Chlorpromazine, halo- 
peridol, metoclopramide and domperidone release prolactin 
through dopamine antagonism at low concentrations but paradox- 
ically inhibit prolactin release at high concentrations. British 
Journal of Pharmacology. 71(2):569-573, 1980. 


Low concentrations of chlorpromazine, haloperidol, metoclo- 
pramide, and domperidone antagonized the dopamine mediated 
inhibition of prolactin release from perfused columns of dis- 
persed female Wistar rat anterior pituitary cells. All four drugs 
were less effective as dopamine antagonists at higher concentra- 
tions. In the absence of dopamine, high concentrations of chlor- 
promazine, haloperidol, metoclopramide, and domperidone para- 
doxically suppressed prolactin secretion. 25 references. (Author 
abstract modified) 


003732 Besser, G. M.; Delitala, G.; Grossman, A.; Yeo, T. 
Dept. of Endocrinology, St. Bartholomew’s Hospital, West 
Smithfield, London, EC1A 7BE, England Metergoline and cy- 
proheptadine suppress prolactin release by a non-5-hydroxytrypta- 
minergic, mechanism. British Journal of Phar- 
macology. 70(1):5-7, 1980. 


Cyproheptadine and metergoline were investigated and were 
both found to be potent inhibitors of prolactin secretion in a dis- 
persed anterior pituitary cell system from female Wistar rats. 
However, the inhibition was not antagonized by 5-hydroxytryp- 
tamine or by a variety of dopaminergic agonists. Results indi- 
cate that both drugs act through mechanisms that are neither 
serotonergic nor dopaminergic. 10 references. (Author abstract 
modified) 


003733 Binek, Patricia A.; Johnson, Terry C.; Kelly, Chester J. 
Johnson: Division of Biology, Kansas State University, Manhat- 
tan, KS 66506 Effect of alpha-methylphenylalanine and phenyla- 
lanine on brain and protein synthesis. Journal of 
Neurochemistry. 36(4):1476-1484, 1981. 


The effect of alpha-methylphenylalanine and phenylalanine on 
brain polyribosomes and protein synthesis was assessed. Chronic 
hyperphenylalanemia was effectively produced in developing 
mice by daily administration of phenylalanine and a phenylalan- 
ine hydroxylase inhibitor alpha-methyl-D,L-phenylalanine. The 
presence of alpha-methylphenylalanine in newborn mice inhibit- 
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ed 65% to 70% of hepatic phenylalanine hydroxylase activity 
within 12 hours. Since this maximum inhibition persisted for 24 
hours or longer, decreased enzyme activity was maintained by 
daily administrations. Whereas concentrations of phenylalanine 
increase approximately 40 fold in both plasma and brain follow- 
ing injection of alpha-methylphenylalanine and phenylalanine, 
plasma levels of tyrosine were not altered significantly. In addi- 
tion to polyribosomes disaggregation, chronic hyperphenylalan- 
emia reduced the rates of polypeptide chain elongation on po- 
lyribosomes isolated from brain homogenates. 38 references. 
(Author abstract modified) 


003734 Bizzini, B.; Grob, P.; Akert, K. Akert: Brain Research 
Institute, University of Zurich, August Forelstrasse 1, CH-8029 
Zurich, Switzerland Papain-derived fragment IIc tetanus toxin: 
its binding to isolated synaptic membranes and retrograde axonal 
transport. Brain Research. 210(1-2):291-299, 1981. 


The transport characteristics and synaptic membrane binding 
of the papain derived fragment IIc of tetanus toxin were stud- 
ied. Like the immunologically identical B-IIb fragment, the IIc 
fragment was able to bind to male Sprague-Dawley rat isolated 
synaptic membranes and to be transported retrogradely from 
axonal endings within muscle to the motoneuronal perikarya in 
female Sprague-Dawley rats. It is concluded that fragment IIc 
may serve as a specific carrier for chemical and chemotherapeu- 
tic agents into the CNS. 24 references. (Author abstract modi- 
fied) 


003735 Bloom, F. E.; Magistretti, P. J.; Shoemaker, W. J.; Sig- 
gins, G. R.; Staunton, D. A. Arthur Vining Davis Center for 
Behavioral Neurobiology, Salk Institute, La Jolla, CA Pharma- 
cological bases of psychoneuroendocrinology: preclinical assess- 


ment of clinical facts. In: Brambilla, F., ed., Progress in psy- 
choneuroendocrinology. New York, Elsevier/North Holland, 
1980. 669 p. (p. 127-134). 


Binding assays and single cell recording techniques were used 
to study the molecular and cellular changes induced by chronic 
lithium administration to rats. Electrophysiological data indicate 
that cerebellar Purkinje neurons become supersensitive to ex- 
Ogenous norepinephrine after chronic lithium treatment. In con- 
trast, lithium treatment selectively reduces the affinity of dopa- 
mine agonists (but not antagonists) for dopamine receptor sites 
in the neostriatum. Results are discussed in relation to the use of 
complementary electrophysiological and neurochemical meas- 
urements in the assessment of psychoactive drugs. 29 references. 


003736 Bowdler, Julie M.; Green, A. Richard; Rawle, Frances 
C. University Dept. of Clinical Pharmacology, Radcliffe Infir- 
mary, Oxford OX2 6HE, England Brain and serum calcium con- 
centrations following electroconvulsive shock or bicuculline-in- 
duced convulsions in rats. British Journal of Pharmacology. 
71(1):321-325, 1980. 


Serum and regional brain calcium concentrations in male 
Sprague-Dawley rats anesthetized with halothane and given a 
single electroconvulsive shock (ECS) did not differ markedly 
from those in anesthetized controls. When five ECS were given 
over 10 days, no significant changes in serum or brain calcium 
concentration were observed, except for an increase in the pons 
medulla. A single convulsion induced by bicuculline (0.375mg/ 
kg i.v.) resulted in a marked increase in calcium concentration 
in serum but not in brain. Diazepam pretreatment prevented 
both the convulsion and the serum calcium change. Results are 
discussed in relation to clinical data on calcium changes follow- 
ing electroconvulsive therapy and the enhanced monoamine me- 
diated behaviors that follow ECS in rats. 12 references. (Author 
abstract modified) 


003737 Bowen, Wayne D.; Gentleman, Susan; Herkenham, 
Miles; Pert, Candace B. Pert: Biochemistry and Pharmacology 
Sect., Biological Research Branch, NIMH, Bldg. 10, Room 
2N315, 9000 Rockville Pike, Bethesda, MD 20205 Interconvert- 
ing mu- and delta-forms of type 1 opiate receptors in rat striatal 
patches. Bethesda, MD, NIMH, 1981. 14 p. 


The binding of a radiolabeled mu receptor prototype opiate, 
dihydromorphine (DHM), and a delta receptor prototype D- 
Ala2-D-leuS-enkephalin (D-ENK), to slide mounted rat caudate 
slices simultaneously was compared quantitatively and visual- 
ized by audioradiography. Divalent ions, Na plus and GTP, 
caused an increase in D-ENK binding at the expense of DHM 
binding at striatal opiate receptor patches. This indicates that D- 
ENK can bind to brain in a distribution pattern identical to that 
of DHM and naloxone (type 1 pattern). The relative affinity of 
opiate receptors for opiate peptides, naloxone, and morphine is a 
function of incubation conditions and is not indicative of dis- 
tinctly different opiate receptors. A three state allosteric model 
is posited which consists of mu agonist, mu antagonist, and 
adenylate/cyclase coupled delta agonist preferring states, whose 
equilibrium may be regulated by sulfhydryl groups. 38 refer- 
ences. (Author abstract) 


003738 Bowers, Malcolm B., Jr.; Rozitis, Angelika. Dept. of 
Psychiatry, Yale University School of Medicine, 25 Park St., 
New Haven, CT 06519 Dopamine metabolites in caudate and 
cortex after lithium and haloperidol. (Unpublished paper). Re- 
search Report, NIMH Grant 5RO1-MH-28216, 1980. 5 p. 


To further investigate the mechanism by which lithium and 
neuroleptics complement each other in the treatment of psy- 
chotic disorders, the effects of lithium and haloperidol adminis- 
tration on dopamine metabolites in the caudate and cerebral 
cortex of the rat were studied following acute and chronic treat- 
ment with each agent alone and in combination. Concomitant 
lithium administration was found to enhance the increase in do- 
pamine metabolites in the brain produced by acute haloperidol 
administration. Although lithium alone did not increase dihy- 
droxyphenylacetic acid or homovanillic acid in the cortex, in 
combination with haloperidol there was a trend for lithium to 
enhance metabolite production in this region. Lithium also ap- 
peared to counteract the tendency for tolerance in both caudate 
and cortex following more prolonged administration of haloperi- 
dol. 5 references. 


003739 Braestrup, C.; Nielsen, M.; Biggio, G.; Squires, R. F. 
Squires: Lederle Laboratory, Pearl River, NY Neuronal localisa- 
tion of benzodiazepine receptors in cerebellum. Neuroscience Let- 
ters. 13:219-224, 1979. 


The cellular localization of benzodiazepine receptors was 
studied in rat and mouse cerebellum. Kainic acid-induced neur- 
onal lesions in rat cerebellum decreased specific binding of 
(3H)flunitrazepam down to 35% of controls. Specific binding of 
(3H)flunitrazepam was also decreased to 80% of controls in the 
cerebellum of mutant nervous mouse where Purkinje cells are 
degenerated but not in the mutant weaver mouse where granule 
cells are degenerated. Results indicate that benzodiazepine re- 
ceptors are located mainly on Purkinje cells and other neurons 
but not to a great extent on granule cells. (Journal abstract 
modified) 


003740 Brantl, Victor; Teschemacher, Hansjorg; Blasig, Julia; 
Henschen, Agnes; Lottspeich, Friedrich. Max-Planck-Institut fur 
Psychiatrie, Dept. of Neuropharmacology, Kraepelinstrasse 2, 
D-8000 Munchen 40, West Germany Opioid activities of beta-ca- 
somorphins, Life Sciences. 28(17)1903-1909, 1981. 


Beta-casomorphin-7 (H-Tyr-Pro-Phe-Pro-Gly-Pro-Ile-OH) 
and its analogues beta-casomorphin-6, beta-casomorphin-5, and 
beta-casomorphin-4 (derived by sequential removal of respec- 
tively one, two, or three amino acid residues from the C-termi- 
nus) were tested for their opioid activities in a variety of assay 
systems. Each of the four peptides displayed opioid activity in 
an opiate receptor binding assay, the isolated mouse vas defer- 
ens (MVD), the guinea-pig ileum longitudinal muscle myenteric 
plexus preparation (GPI), and produced naloxone reversible an- 
algesia after intracerebroventricular injection into rats. In con- 
trast, none of the peptides displayed opioid activity in the isolat- 
ed rat vas deferens preparation (RVD). Beta-casomorphin-5 was 
the most potent compound in all the assays employed. Each 
beta-casomorphin was more potent on the GPI than on the 
MVD. In view of the fact that the GPI, MVD, and RVD are 
populated predominantly by mu, delta, and epsilon receptors, 
respectively, the beta-casomorphins probably represent mu type 
Opiate receptor agonists. 17 references. (Author abstract) 


003741 Brase, David A. Dept. of Pharmacology, Eastern Vir- 
ginia Medical School, P. O. Box 1980, Norfolk, VA 23501 Pre- 
and postsynaptic striatal dopamine receptors: differential sensitiv- 
ity to apomorphine inhibition of (3H)dopamine and (14C)GABA 
release in vitro. Journal of Pharmacy and Pharmacology. 
32(6):432-433, 1981. 


A low concentration of apomorphine (25mcM) significantly 
inhibited the potassium evoked release of 3H-dopamine from 
male Sprague-Dawley rat striatal slices, but did not significantly 
alter 14C-GABA release. At 50 and 100mcM, apomorphine pro- 
duced a similar inhibition of both 3H-dopamine and 14C- 
GABA. Results suggest that presynaptic dopaminergic autore- 
ceptors on striatal terminals are more sensitive than postsynaptic 
striatal dopamine receptors to low concentrations of apomor- 
phine. 13 references. 


003742 Buckle, P. J.; Spence, I. Spence: Dept. of Pharmacol- 
ogy, University of Sydney, NSW 2006, Australia The site of 
action of muscle relaxant purine nucleosides. Naunyn-Schmiede- 
berg’s Archives of Pharmacology. 316(1):64-68, 1981. 


The effects of a series of purine nucleosides on muscle relax- 
ation in conscious male Fullinsdorf mice and on spinal reflexes 
and neuromuscular transmission in mice anesthetized with pen- 
tobarbitone were examined. The marine product 1-methyliso- 
guanosine (5 to 1I5mcmol/k) and 2-chloroadenosine (1 to 
Smcmol/kg) depressed monosynaptic and polysynaptic spinal re- 
flexes, but did not depress neuromuscular transmission except at 
300mcmol/kg doses; both compounds caused muscle relaxation 
in conscious animals. Adenosine and 1-methyladenosine did not 
produce muscle relaxation and only slightly depressed polysyn- 
aptic reflexes. Theophylline enhanced polysynaptic reflexes and 
antagonized the depression of these reflexes by 1-methylisoguan- 
osine. Adenosine and 1-methylisoguanosine had no affect on the 
development of tension by isolated diaphragm muscles. Results 
suggest that 2-chloroadenosine and 1-methylisoguanosine pro- 
duce their muscle relaxant effects by depressing activity in the 
CNS. 14 references. (Author abstract modified) 


003743 Campbell, J. L.; Sherman, A. D.; Petty, F. Neuroche- 
mical Research Labs., Dept. of Psychiatry, University of Iowa 
College of Medicine, 500 Newton Road, Iowa City, IA 52242 

anxiolytic activity in Communications in 
Psychopharmacology. 4(5):387-392, 1980. 

Diazepam levels in eight rat brain areas were assessed during 
conflict and learned helplessness paradigms, and the relation- 
ships between regional diazepam levels and behavioral effects 
were studied. A significant correlation between increasing drug 
level and behavioral effects was found only in the hippocampus, 
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in both paradigms. Diazepam was then injected regionally into 
the anterior neocortex, lateral geniculate body, and: hippocam- 
pus, and the effect on learned helplessness was tested. A signifi- 
cant effect on learned helplessness was found only in hippocam- 
pus. These data are consistent with a site for anxiolytic activity 
of diazepam in the hippocampus. These and previous data sug- 
gest a GABAergic or noradrenergic effect of diazepam in the 
hippocampus. 17 references. (Author abstract modified) 


003744 Caputi, A. P.; Rossi, F.; Carney, K.; Brezenoff, H. E. 
Brezenoff: Dept. of Pharmacology, CMDNJ New Jersey Medi- 
cal School, 100 Bergen Street, Newark, NJ 07103 Modulatory 
effect of brain acetylcholine on reflex-induced bradycardia and ta- 
chycardia in conscious rats. Journal of Pharmacology and Ex- 
perimental Therapeutics. 215(2):309-316, 1980. 


The effects of i.c.v. injection of physostigmine and hemicho- 
lintum-3 (HC-3) on reflex bradycardia and tachycardia have 
been studied in unanesthetized rats. The reflex increases and de- 
creases in heartrate were elicited by i.v. injection of norepineph- 
rine and sodium nitroprusside, respectively. Physostigmine in- 
creased basal mean arterial pressure, reduced basal heartrate, en- 
hanced the reflex bradycardia, and reduced reflex tachycardia, 
but did not modify either the pressor effect of norepinephrine, 
the depressor effect of sodium nitroprusside, or the responsive- 
ness of peripheral muscarinic receptors. Injection of HC-3 did 
not modify mean arterial pressure, but reduced heartrate and in- 
hibited both reflex bradycardia and reflex tachycardia. Results 
suggest that brain acetylcholine has a modulatory effect on bar- 
oreceptor reflexes. This modulation operates through muscarinic 
receptors in reflex techycardia and through both muscarinic and 
nicotinic receptors in reflex bradycardia. 33 references. (Author 
abstract modified) 


003745 Cerrito, Franca; Raiteri, Maurizio. Raiteri: Istituto di 
Farmacologia e Farmacognosia, Universita di Genova, Via 
Capo S. Chiara 5, I-16146 Genova, Italy Supersensitivity of cen- 
tral noradrenergic presynaptic autoreceptors following chronic 
treatment with the antidepressant mianserin, European Journal of 
Pharmacology. 70(3):425-426, 1981. 


The inhibitory effect of extracellular noradrenaline (NA) on 
3H-NA release from hypothalamic synaptosomes was consistent- 
ly potentiated in preparations from male Wistar rats treated with 
the antidepressant mianserin (10mg/kg/day i.p.) for 15 days, 
compared with those from saline treated controls. No potentia- 
tion was observed in synaptosomes from animals given a single 
injection of mianserin. Results indicate that the noradrenergic 
release system becomes more susceptible to the negative feed- 
back regulatory action of NA after long-term blockade of 
alpha2-presynaptic receptors. 5 references. 


003746 Chang, Kwen-Jen; Killian, Anthony; Hazum, Eli; Cua- 
trecasas, Pedro; Chang, Jaw-Kang. Dept. of Molecular Biology, 
Wellcome Research Laboratories, Research Triangle Park, NC 
27709 Morphiceptin (NH4-Tyr-Pro-Phe-Pro-CONH2): a potent 
and specific agonist for morphine (mu) receptors. Science. 
212(4490):75-77, 1981. 


Research findings on the synthetic peptide NH2-Try-Pro-Phe- 
Pro-CONH2 (morphiceptin), which is the amide of a fragment 
of the milk protein beta-casein, are reported. Morphiceptin has 
morphine-like activities and is highly specific for morphine (mu) 
receptors but not for enkephalin (delta) receptors. It is as active 
as morphine in the guinea-pig ileum but much less active in the 
mouse and rat vas deferens. The discovery of this specific mor- 
phine receptor ligand substantiates the hypothesis of multiple 
opiate receptors. The ligand, which may be of physiological sig- 
nificance since a very similar, or identical, activity can be de- 
tected in enzymatic digests of beta-casein, may prove useful for 
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further investigation of the functions of opiate receptor sub- 
types. 17 references. (Author abstract modified) 


003747 Chang, Ping-Lung. Dept. of Anatomy, College of 
Medicine, National Taiwan University, Taipei, Taiwan, Repub- 
lic of China Effect of 6-hydroxydopamine on the fine structure of 
the hamster pineal gland. Proceedings of the National Science 
Council, Republic of China. 4(4):369-380, 1980. 


The effects of 6-hydroxydopamine (6-OHDA) on the pinealo- 
cytes and postganglionic sympathetic adrenergic nerve fibers 
within the pineal glands of newborn and adult hamsters were 
studied. In 9-day-old hamsters treated with 6-OHDA, the adren- 
ergic nerve endings began to degenerate. Various stages of de- 
generated adrenergic nerve endings were detected in 16-day-old 
treated animals, and these nerve endings completely disappeared 
in the pineals from 23-day-old treated animals. Some cisternae 
of the smooth surfaced endoplasmic reticulum (smooth ER) and 
Golgi vacuoles were greatly dilated in the pinealocytes in treat- 
ed newborn hamsters. In the pineals from treated adult ham- 
sters, many adrenergic nerve endings were degenerated. Some 
smooth ER in the pinealocytes also showed dilated profiles. The 
number of dense cored vesicles was reduced, while the lyso- 
some-like dense bodies were increased in the pinealoctyes from 
treated newborn and adult hamsters. The weights of pineals 
were significantly reduced, whereas those of the testes and ac- 
cessory organs were markedly increased in the treated adult 
hamsters. Results indicate that on intact sympathetic innervation 
to the pienal gland is essential for its normal function. 40 refer- 
ences. (Author abstract modified) 


003748 Chapin, Robert E.; Breese, George R.; Mueller, Robert 
A. Mueller: 223 Clinical Sciences Bldg., UNC School of Medi- 
cine, Chapel Hill, NC 27514 Antagonism of ethanol-induced de- 
crease in LH by para-chlorophenylalanine: lack of correlation 
with altered serotonergic mechanisms. Pharmacology Biochemis- 
try and Behavior. 14(3):293-298, 1981. 


The role of central serotonergic neurons in the ethanol-in- 
duced depression of plasma LH was studied in castrated Spra- 
gue-Dawley rats. Pretreatment with 400mg/kg para-chlorophen- 
ylalanine methylester (PCPA) prevented the plasma LH depres- 
sion induced by 2.0g/kg ethanol. Lower doses of PCPA did not 
block the ethanol effect, even though they produced similar re- 
ductions in hypothalamic 5-hydroxytryptamine (5-HT). The 5- 
HT agonist 5-methoxy-N,N-dimethyltryptamine (5-MDMT) de- 
pressed LH in a dose dependent manner. Methysergide pretreat- 
ment blocked the effects of a submaximal dose of 5-MDMT, but 
did not prevent the fall in LH induced by ethanol. Electrolytic 
lesions of the median raphe nucleus did not prevent the ethanol- 
induced depression of LH. It is concluded that activation of the 
serotonergic system does not play a major role in the ethanol-in- 
duced depression of LH. 41 references. (Author abstract modi- 
fied) 


003749 Chevillard, C.; Mathieu, M. N.; Recommis, D. Section 
on Pharmacology, Laboratory of Clinical Science, NIMH, Be- 
thesda, MD 20205 Prejunctional actions of piribedil on the isolat- 
ed kidney of the rabbit: comparison with apomorphine. British 
Journal of Pharmacology. 71(2):513-518, 1980. 


The effects of piribedil (Pir) and apomorphine on contractile 
responses and noradrenaline (NA) release evoked by sympathet- 
ic nerve stimulation were compared in the isolated kidney of the 
male New Zealand rabbit. Results indicate that Pir has a com- 
plex effect on sympathetic transmission. Pir exerts an empheta- 
mine-like action, causing NA release from postganglionic stores. 
This releasing effect masks an action on prejunctional inhibitory 
dopamine receptors. At high doses, Pir has a marked action on 


postjunctional sites, since it reduces the vasoconstrictor effect of 
exogenous NA. 12 references. (Author abstract modified) 


003750 Chiappinelli, V. A.; Cohen, J. B.; Zigmond, R. E. Dept. 
of Pharmacology, St. Louis University, School of Medicine, 
1402 South Grand Blvd., St. Louis, MO 63104 The effects of 
alpha- and beta-neurotoxins from the venoms of various snakes on 
transmission in autonomic ganglia. Brain Research. 211(1):107- 
126, 1981. 


The blockade of transmission in ciliary and choroid neurons 
of pigeon and chicken ciliary ganglia by certain lots of alpha- 
bungarotoxin (1.2mcM) was shown to be due to postsynaptic 
action characteristic of alpha-neurotoxins. Alpha-cobratoxin 
(1.2mcM) and certain lots of alpha-bungarotoxin (1.2mcM) pro- 
duced a partial blockade of transmission in ciliary neurons of 
the pigeon ciliary ganglion without altering transmission in 
choroid neurons. The alpha-neurotoxins erabutoxin-a and erabu- 
toxin-b (1.2mcM) had no effect on transmission in either cell 
population. None of the alpha-neurotoxins tested had any effect 
on transmission in the rat superior cervical ganglia or pelvic 
ganglia. Beta-bungarotoxin produced a complete blockade of 
transmission in avian ciliary ganglia and rat superior cervical 
ganglia. Unlike the action of alpha-bungarotoxin, the blockade 
of ciliary ganglia on transmission by beta-bungarotoxin was irre- 
versible and not prevented by pretreatment with tubocurarine. 
33 references. (Author abstract modified) 


003751 Chiarotti, M.; Giusti, G. V.; Vigevani, F. Ist, Med, 
Leg., Universita di Cattania, Roma, Italy In vivo and in vitro 
properties of anti-delta9-tetrahydrocannabinol antibody. Drug and 
Alcohol Dependence. 5:231-233, 1980. 


An immune serum to cannabinoids was produced in rabbits 
and tested in vitro by immunoprecipitation, hemagglutination, 
and hemagglutination inhibition tests. In vivo, when passively 
transferred into mice, it prevented the effect of delta9-tetrahy- 
drocannabinol on the barbiturate sleeping time. (Journal ab- 
stract) 


003752 Chou, Dorothy T.; Forde, Jesse H.; Hirsh, Kenneth R. 
Dept. of Physiology, General Foods Corporation, Technical 
Center, 250 North St., White Plains, NY 10625 Unit activity in 
medial thalamus: comparative effects of caffeine and amphet- 
amine. Journal of Pharmacology and Experimental Therapeu- 
tics. 213(3):580-585, 1980. 


The effects of caffeine and d-amphetamine sulfate on single 
unit activity recorded extracellularly from the medial thalamus 
of chloral hydrate anesthetized female Sprague-Dawley rats 
were examined. Spontaneous firing rates of medial thalamic neu- 
rons were markedly suppressed by caffeine (0.1 to 0.5mg/kg 
iv.) and markedly augmented by amphetamine (0.1 to Img/kg 
i.v.). Amphetamine was able to activate medial thalamic neurons 
during caffeine-induced suppression, and caffeine was able to 
suppress the amphetamine-induced augmentation of neuronal ac- 
tivity. Results indicate that caffeine and amphetamine have dif- 
ferent mechanisms of action, at least in the medial thalamus. 
Data also suggest that caffeine has different actions in different 
brain areas and that the medial thalamus may be an important 
site of action for caffeine-induced arousal. 34 references. 
(Author abstract modified) 


003753 Clements-Jewery, S.; Robson, P. A.; Chidley, L. J. Bio- 
chemical Pharmacology Section, Biological Research Dept., 
Roussel Laboratories Ltd., Swindon, Wiltshire, England Bio- 
chemical investigations into the mode of action of trazodone. 
Neuropharmacology. 19(12):1165-1173, 1980. 


Biochemical investigations into the mode of action of trazo- 
done, an antidepressant drug with well established clinical effi- 
cacy in the treatment of depressive disorders, in addition to a 
marked anxiolytic activity, are described. In contrast to tricy- 
clic, and certain other antidepressant drugs, trazodone has been 
shown to have no effects on noradrenaline (NA) reuptake mech- 
anisms. The combination of alpha2 antagonism and NA releas- 
ing properties, in the absence of reuptake inhibition, may be as- 
sociated with the antidepressant activity of this drug, whereas 
the potent 5-HT antagonist activity may explain the anxiolytic 
effects. Finally, trazodone has been found to be devoid of mus- 
carinic receptor affinity as measured by (3H)quinuclidinyl benzi- 
late radioreceptor assays in accord with clinical observation of 
the absence of anticholinergic side-effects. 38 references. 
(Author abstract modified) 


003754 Colboc, O.; Costentin, J. Costentin: U.E.R. de Mede- 
cine et de Pharmacie, Lab. de Pharmacodynamie et de Physio- 
— 49, Rue du Maulevrier, F-76000 Rouen, France Evidence 

for thermoregulatory dopaminergic receptors located in the preop- 
ticus medialis nucleus of the rat h us. Journal of Phar- 
macy and Pharmacology. 32(9):624-629, 1980. 


Systemic administration of apomorphine induces hypothermia 
in anesthetized or conscious male Sprague-Dawley rats. This 
effect was antagonized by systemic injection of haloperidol, but 
not by domperidone. Injections of apomorphine, dopamine, or 
d-amphetamine into the preopticus medialis nucleus (PCMN) of 
the hypothalamus also induced hypothermia. Injection of halo- 
peridol into the POMN antagonized the hypothermic effect of 
systemic injection of apomorphine. Heat lesions of the POMN 
markedly reduced the hypothermic effect of a systemic injection 
of apomorphine. Results indicate that dopamine receptors in- 
volved in thermoregulation are located in the POMN. This nu- 
cleus could be involved in heat stroke and in the malignant 
neuroleptic syndrome. Blockade of dopamine receptors in this 
structure may contribute to the malignant neuroleptic syndrome 
sometimes observed in patients treated with antipsychotic drugs. 
27 references. (Author abstract modified) 


003755 Collins, J. G.; Roppolo, J. R. Dept. of Anesthesiology, 
Yale University, School of Medicine, 333 Cedar Street, New 
Haven, CT 06510 Effects of pentobarbital and ethanol upon 
single-neuron activity in the primary somatosensory cortex of the 
rhesus monkey. Journal of Pharmacology and Experimental 
Therapeutics. 213(2):337-345, 1980. 


The effects of pentobarbital and ethanol upon neuronal activi- 
ty in the primary somatosensory cortex of awake, nonparalyzed 
rhesus monkeys were examined to assess the ability of each drug 
to modify stimulus representation by those neurons. Using mi- 
croelectrode recording techniques, single neuron spontaneous 
and stimulus driven activity was studied in the drug free control 
State, during slow-wave sleep and after cumulative doses of 
either pentobarbital or ethanol. Pentabarbital caused a profound, 
dose dependent decrease in both driven and spontaneous activi- 
ty at levels of drug well below that used for general anesthesia. 
In addition to changes in firing frequency, pentobarbital also 
modified the way in which some cells responded to particular 
simulus attributes. Results provide evidence that the presence of 
pentobarbital may significantly alter neuronal responses at doses 
less than that used for general anesthesia. In constrast, ethanol, 
although it is also a CNS depressant, caused only small changes 
in neuronal activity of individual somatosensory cortical cells. 
35 references. (Author abstract modified) 


003756 Collis, Michael G.; Shepherd, John T. Imperial Chemi- 
cal Industries Ltd., Pharmaceuticals Div., Mereside, Alderley 
Park, Macclesfield, Cheshire, S.K. 10, 4TG, England Interaction 
of the tricyclic antidepressant amitriptyline with prejunctional 


Psychopharmacology Abstracts 


alpha and muscarinic receptors in the dog saphenous vein. Journal 
of Pharmacology and Experimental Therapeutics. 213(3):616- 
622, 1980. 


The effect of amitriptyline on norepinephrine (NE) release 
from adrenergic nerve endings was studied, using the dog sa- 
phenous vein as a model of the sympathetic neuroeffector junc- 
tion. Amitriptyline increased the overflow of tritiated NE and 
decreased that of tritiated 3,4-dihydroxyphenylglycol from pre- 
loaded, electrically stimulated strips, indicating amitriptyline in- 
hibited neuronal uptake. However, the increased overflow of 
3H-NE caused by amitriptyline also occured when neuronal 
uptake was blocked by cocaine, but was abolished when pre- 
junctional alpha-receptors were blocked by phentolamine. Ami- 
triptyline attenuated the prejunctional inhibitory action of ex- 
ogenous NE and antagonized the prejunctional inhibitory action 
of acetylcholine, but did not alter the prejunctional inhibitory 
effect of histamine. Thus, amitriptyline can increase the concen- 
tration of NE at the neuroeffector junction by blocking neur- 
onal uptake and by interacting with prejunctional alpha-adrener- 
gic and muscarinic receptors. The relevance of these findings to 
the cardiotoxic effects of amitriptyline are discussed. 238 refer- 
ences. (Author abstract modified) 


003757 Comis, S. D.; Pratt, S. R.; Hayward, T. L. Neurocom- 
munications Research Unit, Medical School, Birmingham B15 
2TJ, England The effect of frusemide piretanide and bumetanide 
on cochlear succinic dehydrogenase. Neuropharmacology. 
20(4):405-407, 1981. 


The effects of i.p. injection of the loop diuretics frusemide, 
piretanide, and bumetanide on cochlear succinic dehydrogenase 
were studied in pigmented guinea-pigs. All three compounds 
caused a reduction in the succinic dehydrogenase reaction in 
stria vascularis and in the organ of Corti. Frusemide and pire- 
tanide were more active inhibitors in outer hair cells than in 
inner hair cells, whereas bumetanide affected all hair cells equal- 
ly. 3 references. (Author abstract modified) 


003758 Consolo, S.; Ladinsky, H.; Forloni, G. L.; Tirelli, A. S.; 
Garattini, S. Instituto di Ricerche Farmacologiche Mario Negri, 
Via Eritrea, 62, I-20157 Milan, Italy Comparison of the effects of 
the stereoisomers of fenfluramine on the acetylcholine content of 
rat striatum, hippocampus and nucleus accumbens. Journal of 
Pharmacy and Pharmacology. 32(3):201-203, 1980. 


The effects of fenfluramine isomers on regional brain acetyl- 
choline (ACh) content were studied in female CD-COBS rats. 
Neither isomer altered ACh content in the brainstem, but both 
isomers increased ACh content in the nucleus accumbens and 
hippocampus. The increases in ACh content in the nucleus ac- 
cumbens were prvented when serotonin synthesis was blocked 
by p-chlorophenylalanine. In the striatum, ()-fenfluramine in- 
creased ACh content, but (-)-fenfluramine had no effect. The 
ACh increase induced in the straitum by ()-fenfluramine was 
summated with the increase in ACh induced by apomorphine 
and was not prevented by dopamine receptor blockade with pi- 
mozide. The effect of apomorphine was blocked by (-)-fenflura- 
mine, and pimozide pretreatment unmasked an increase in stria- 
tal ACh induced by (-)-fenfluramine. Results suggest that a pop- 
ulation of cholinergic neurons intrinsic to the striatum is under 
inhibitory serotonergic regulation and independent of inhibitory 
dopaminergic regulation. 17 references. (Author abstract modi- 
fied) 


003759 Conte-Devolx, B.; Oliver, C.; Giraud, P.; Gillioz, P.; 
Castanas, E.; Lissitzky, J.-C.; Boudouresque, F.; Millet, Y. La- 
boratoire de Physiologie, Faculte de Medecine, F-13385 Mar- 
seilles Cedex 4, France Effect of nicotine on in vivo secretion of 
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melanocorticotropic hormones in the rat. Life 
28(9):1067-1073, 1981. 


Corticosterone, adrenocorticotropic hormone (ACTH), beta- 
endorphine, and alpha-melanocyte stimulating hormone (alpha- 
MSH) were measured in rat plasma by radioimmunossay before 
and 2, 5, 15, and 30 minutes after an intraperitoneal injection of 
nicotine. Nicotine induced an increase of plasma corticosterone, 
ACTH, and beta-endorphin and a decrease of alpha-MSH. Dose 
response experiments showed an increase of corticosterone, 
ACTH, and beta-endorphin 15 minutes after 250mcg/kg of nico- 
tine; no response was observed after injection of 100 mcg/kg. 
The decrease of alpha-MSH was observed 15 minutes after 100, 
250, or 500mcg/kg of nicotine. Results suggest that the increase 
of corticosterone is mediated through ACTH release. 27 refer- 
ences. (Author abstract modified) 


Sciences. 


003760 Corrigal, William A.; Linseman, Mary Ann; Lucato, 
RoseMarie; Elliott, Myrnalee. Neurobiology Section, Addiction 
Research Foundation, 33 Russell St., Toronto, Ontario, Canada 
MSS 2S1 Differential tolerance to the effects of morphine on 
evoked activity in the hippocampal slice. Life Sciences. 
28(14); 1613-1620, 1981. 


Differential tolerance to the effects of morphine on evoked 
activity in the hippocampal slice preparation is described. Mor- 
phine has been shown to have an excitatory effect on monosyn- 
aptically evoked CAI field potentials of the hippocampal slice 
manifest as an increase in amplitude of the primay population 
spike near threshold, and by the appearance of secondary and 
sometimes additional population spikes in response to a single 
stimulation. The effects of three concentrations of morphine on 
this response was studied in hippocampal slices taken from rats 
chronically treated with morphine or sham pellets. Slices from 
half of the rats in each treatment group were received in normal 
medium, the other half in medium containing 0.2 mcM mor- 
phine. There was a significant indication of tolerance in the 
morphine treated rats to the secondary spike effect but not to 
that of the primary spike. There were no significant differences 
due to the nature of the receiving medium. 22 references. 
(Author abstract modified) 


003761 Cosgrove, James W.; Clark, Bruce D.; Brown, Ian R. 
Brown: Dept. of Zoology, Scarborough College, University of 
Toronto, West Hill, Ontario MIC 1A4, Canada Effect of intra- 
venous administration of d-lysergic acid diethylamide on subse- 
quent protein synthesis in a cell-free system derived from brain. 
Journal of Neurochemistry. 36(3):1037-1045, 1981. 


An initiating cell free protein synthesis system derived from 
brain was used to show that i.v. injection of d-lysergic acid 
(LSD) to male New Zealand rabbits induced a transient inhibi- 
tion of translation following a brief stimulatory period. This 
effect was observed in postribosomal supernatant and micro- 
some fractions. The overall decrease in translation was observed 
even when the hyperthermia normally induced by LSD was 
prevented by injection at 4 degrees. Differential effects of LSD 
on particular proteins were observed only when the hyperther- 
mic as well as behavioral effects of the drug were apparent. 43 
references. (Author abstract modified) 


003762 Cote, Ila L.; Wilson, W. A. Wilson: Epilepsy Center 
Research Laboratory, Bldg. 2, Durham V.A. Medical Center, 
Durham, NC 27705 Effects of barbiturates on inhibitory and ex- 
citatory responses to applied neurotransmitters in Aplysia. Jour- 
nal of Pharmacology and Experimental Therapeutics. 
214(1):161-165, 1980. 


The effects of barbiturates on responses to iontophoretically 
applied acetylcholine (ACh) and GABA were studied in Aply- 
sia californica. Phenobarbital and pentobarbital depressed chlo- 


tide dependent inhibitory responses to ACh and GABA. This 
depression occurred at approximately the same concentrations 
that attenuate excitatory responses. Potassium dependent inhibi- 
tory responses were minimally affected. Inhibitory responses 
were not enhanced, even at concentrations considerably below 
those that depressed the responses. Results indicate that barbitu- 
rates can attenuate inhibitory responses to neurotransmitters. 15 
references. (Author abstract modified) 


003763 Crews, F. T.; Smith, C. B. Dept. of Pharmacology, 
University of Florida Medical School, Gainesville, FL 32610 
The effects of antidepressants on the retention and metabolism of 
(3H)-norepinephrine in rat brain slices. Neuropharmacology. 
20(4):363-369, 1981. 


The retention, deamination, and O-methylation of tritiated 
norepinephrine (3H-NE)by male Sprague-Dawley rat brain 
slices were studied in the presence of cocaine, reserpine, and an- 
tidepressant drugs. Cocaine, which inhibits neuronal membrane 
uptake, decreased the deamination and retention of 3H-NE but 
increased O-methylation. Reserpine, which inhibits vesicular 
transport and bindings, increased deamination, reduced reten- 
tion, and did not affect O-methylation of 3H-NE. Low concen- 
trations of desipramine inhibited the retention and deamination 
of 3H-NE in hypothalamus, brainstem, and parietal cortex, but 
not in the caudate nucleus; at higher desipramine concentra- 
tions, retention 3H-NE was reduced further but deamination 
was increased in the caudate. Nortriptyline and protriptyline 
had similar effects, but iprindole did not alter 3H-NE retention. 
Results indicate that tricyclic antidepressants are not specific se- 
lective inhibitors of neuronal membrane transport. 18 references. 
(Author abstract modified) 


003764 Culvenor, A. J.; Jarrott, B. Austin Hospital, Heidel- 
berg, Victoria, Australia Reduction in the level of immunotitrata- 
ble dopamine beta-hydroxylase after chronic administration of L- 
Dopa or alpha-methyldopa. Neuroscience. 4:1381-1389, 1979. 


The effect of chronic administration for 7 days of L-DOPA 
or L-alpha-methyldopa on the activity of dopamine beta-hy- 
droxylase in rat adrenal glands and heart was studied. Both 
drugs reduced adrenal dopamine beta-hydroxylase activity by 
35% whereas only alpha-methyldopa administration lowered 
enzyme activity in the heart. Immunotitration of rat adrenal su- 
pernatants with a specific antibody raised to dopamine beta-hy- 
droxylase purified from bovine adrenal medulla showed that the 
reductions in adrenal enzyme activity following L-DOPA and 
alpha-methyl-dopa were due to decreases in the amount of do- 
pamine beta-hydroxylase protein. Chronic administration of L- 
DOPA did not alter the turnover of trichloracetic acid precipi- 
table soluble protein in the adrenal glands or the heart. Heart 
tyrosine hydroxylase activity was slightly elevated by chronic 
administration of alpha-methyldopa, but this dosage regimen 
considerably reduced both adrenal and heart aromatic L-amino 
acid decarboxylase activity and slightly decreased the activity 
of the cytoplasmic marker, lactate dehydrogenase, in adrenal 
glands. The results are consistent with previous proposals that 
catecholamine levels may contribute to the regulation of the 
total amount of dopamine beta-hydroxylase in the peripheral 
nervous system and that the amounts of catecholamine synthe- 
sizing and degrading enzymes are regulated in response to trans- 
mitter demand. (Journal abstract modified) 


003765 Cvejic, Vesna; Mrsulja, B. B. Mrsulja: Institute of Bio- 
chemistry, Faculty of Medicine, Visegradska 26, 11000 Bel- 
grade, Yugoslavia Catecholamine turnover in rat cerebral cortex 
and caudate following repeated treatment with dihydroergotoxine. 
Gerontology. 27(1,2):7-12, 1981. 


003765 


The turnover rate of catecholamine in the cerebral cortex and 
caudate of adult Wistar rats was estimated after inhibition of 
synthesis by means of alpha-methyl-rho-tyrosine in animals 
treated with dihydroergotoxine (DHET) for 1, 3, and 10 days. 
Following single as well as repeated treatments with the drug, 
blockade of norepinephrine receptors, as indicated by the in- 
creased catecholamine turnover rate, was found in both brain 
structures. The turnover rate of dopamine was changed only 
after repeated treatments. The turnover rate was decreased in 
the cortex and increased in the caudate, indicating both agonis- 
tic and antagonistic effects of DHET on dopamine receptors. 
The therapeutic use of DHET is advocated in cerebrovascular 
insufficiency and geriatric patients. 22 references. (Author ab- 
stract modified) 


003766 Daly, John W.; Bruns, Robert F.; Snyder, S. H. Labo- 
ratory of Bioorganic Chemistry, NIAMDD, NIH, Bethesda, 
MD 20205 Adenosine receptors in the central nervous system: re- 

to the central actions of methylxanthines. Life Sci- 
ences. 28(19):2083-2097, 1981. 


The role of central adenosine receptors in the action of al- 
kylxanthines is reviewed. Adenosine and adenosine analogues 
have marked behavioral depressant effects. Adenosine reduces 
spontaneous neuronal activity and inhibits transsynaptic poten- 
tials via interaction with extracellular receptors. Adenosine in- 
hibits adenylate cyclase via a high affinity receptor and activates 
adenylate cyclase via a low affinity receptor. The behavioral, 
electrophysiological, and biochemical effects of alkylxanthines 
are consistent with the hypothesis that the central stimulatory 
actions of caffeine and theophylline are due to antagonism of 
central adenosine receptors. 124 references. (Author abstract 


003767 Davis, Alan; Madras, Bertha; Seeman, Philip. Dept. of 
Psychopharmacology, Clarke Institute of Psychiatry, 250 Col- 
lege St., University of Toronto, Toronto, Ontario MST 1R8, 
Canada Solubilization of neuroleptic/dopamine receptors of 
human brain striatum. European Journal of Pharmacology. 
70(3):321-329, 1981. 

Dopaminergic neuroleptic receptors were solubilized by digi- 
tonin from postmortem human putamen. The receptors were la- 
beled by 3H-spiperone and separated from free 3H-spiperone by 
sephadex chromatography. The inhibitory and stereoselective 
potencies of neuroleptics and neurotransmitters on solubilized 
receptors were similar to those on intact membrane receptors. 
The dissociation constant for 3H-spiperone was higher in solubi- 
lized receptors than in intact membrane receptors, and the den- 
sity of 3H-spiperone binding sites was lower in soluble material 
than in intact membranes. Results indicate that the human puta- 
men, unlike the rat striatum, can be solubilized to release neuro- 

i i ic receptors. 29 references. (Author abstract 


leptic 
modified) 


003768 Davis, Leonard G.; Cohen, Ronald K. Missouri Insti- 
tute of Psychiatry, University of Missouri-Columbia, School of 
Medicine, 5400 Arsenal St., St. Louis, MO 63139 Inhibition of 
(3H)diazepam binding by an endogenous fraction from rat brain 
synaptosomes. Journal of Pharmacy and Pharmacology. 
32(3):218-219, 1980. 


The binding of 3H-diazepam was inhibited by an endogenous 
fraction from rat brain. Since the endogenous inhibitor was iso- 
lated from membrane fractions enriched in benzodiazepine re- 
ceptors, it may be an endogenous benzodiazepine receptor 
ligand. Preliminary attempts to identify the endogenous inhibi- 
tor showed that its physical properties differ from those of pre- 
viously reported diazepam ligands. 13 references. 


Psychopharmacology Abstracts 


003769 Debus, G.; Kehr, W. Forsch. Laboratories, Schering 
AG, Berlin, West Germany Catecholamine and 5-hydroxytrypta- 
mine synthesis and metabolism following intracerebroventricular 
injection of dibutyryl cyclic AMP. Journal of Neural Transmis- 
sion. 45:195-206, 1979. 


Catecholamine and 5-hydroxytryptamine synthesis and metab- 
olism were measured in the rat in vivo following intracerebro- 
ventricular injection of dibutyryl cyclic AMP (cAMP) or dibu- 
tyryl cGMP. Dibutyryl cAMP: 1) increased the accumulation of 
dopa in all brain regions by 70% to 130%; 2) stimulated the for- 
mation of 5-hydroxytryptophan in the dopamine rich part of the 
limbic system, as did dibutyryl cGMP; 3) increased 5-hydroxy- 
tryptophan in C. striatum and cerebellum; 4) decreased the nor- 
adrenaline level of the C. striatum in a dose dependent manner; 
and 5) elevated the level of 5-hydroxtryptamine in the brainstem 
and the level of 5-hydroxyindole acetic acid in the diencephalon 
and the limbic system. The disappearance of noradrenaline but 
not of dopamine after inhibition of catecholamine synthesis with 
alpha-methyl-p-tyrosine methylester HCl was accelerated in 
most brain regions. The data are compatible with the view that 
dibutyryl cAMP stimulates tyrosine and tryptophan hydroxylase 
directly. In addition, dibutyryl cAMP appears to enhance the 
utilization of noradrenaline but not that of dopamine. The in- 
creased utilization of 5-hydroxytryptamine may be restricted to 
the diencephalon and to the limbic system. (Journal abstract 
modified) 


003770 Degtyarev, V. P. Kafedra normal’noy fiziologii, Mos- 
kovskiy meditsinskiy stomatologicheskiy institut im. N. A. Se- 
mashko, Moskva, USSR /The effect of cholinergic substances on 
nociceptive evoked responses in specific nuclei of the thalamus./ 
Vliyaniye kholinergicheskikh veshchestv na_notsitseptivnyye 
vyzvannyye otvety v spetsificheskikh yadrakh talamusa. Farma- 
kologiya i Toksikologiya. 43(4):360-363, 1980. 


The effect of microinjections into the rabbit thalamus (VPM 
and VPL) of M-cholinomimetic arecoline, M-cholinolytic meta- 
mizil, n-cholinomimetic lobeline, and n-cholinolytic beta-ethy- 
lenespasmolytin on the formation of nociceptive responses in- 
duced by dental pulp stimulation was studied. Results show 
that: arecoline and beta-ethylenespasmolytin decreased, while 
metamizil and lobeline increased the amplitude of the primary 
responses; there were no changes in the latent periods. These re- 
sults show that the activation of the M-cholinergic structures of 
specific thalamic nuclei reduces the nociceptive responses, and 
the activation of the N-cholinergic structures potentiates the no- 
ciceptive responses in specific relays. 36 references. (Journal ab- 
stract modified) 


003771 DeMet, Edward M.; Vosmer, Georgetta; Halaris, An- 
gelos E. Halaris: Veterans Administration Hospital Brentwood, 
11301 Wilshire Blvd., Los Angeles, CA 90073 Noncompetitive 
amine uptake inhibition by the new antidepressant pridefine. Jour- 
nal of Neurochemistry. 36(3):917-923, 1981. 


Amine uptake inhibition by pridefine, a new antidepressant, 
was studied in synaptosomes of male Sprague-Dawley rat fron- 
tal cortex, hypothalamus, and striatum. Ouabain controls were 
used to distinguish passive uptake from active uptake and to re- 
solve passive uptake into its bindings and diffusive elements. Ki- 
netic analyses of the active component indicated the inhibition 
was noncompetitive, unlike that of tricyclic antidepressants. Pri- 
define was a relatively specific catecholamine uptake inhibitor 
and was much weaker as a 5-hydroxytryptamine uptake blocker. 
25 references. (Author abstract modified) 


003772 Dhumal, V. R.; Gulati, O. D.; Bhavsar, V. H. Dept. of 
Pharmacology, Government Medical College, Surat and Medi- 
cal College, Baroda, India Central hypotensive effect of gamma- 
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ic acid in anaesthetized dogs. 
and Pharmacology. 32(10):724-725, 1980. 


Intraventricular administration of GABA-induced hypoten- 
sion and increased the level of noradrenaline (NA) in cerebro- 
spinal fluid in anesthetized mongrel dogs. The hypotensive 
effect of GABA was antagonized by reserpine and cocaine. Re- 
sults suggest that the hypotensive effect of GABA is due to re- 
lease of endogenous NA. 10 references. 


Journal of Pharmacy 


003773 Difny, N.; Burks, T. F. Dept. of Neurobiology and 
Anatomy, University of Texas Medical School at Houston, 
Houston, TX 77025 Selective modification by opiates of neuronal 
activity of the medial basal hypothalamus. Experimental Neurol- 
ogy. 72(1):1-11, 1981. 


The selective modification by opiates of neuronal activity of 
the medial basal hypothalamus (MBH) was studied in freely be- 
having rats previously implanted with permanent Nichrome 
electrodes. Each incremental dose of morphine elicited addition- 
al alterations of multiunits. MBH neurons were identified and 
classified with respect to the response patterns induced by mor- 
phine and its antagonist, naloxone. Four patterns (increase, de- 
crease, biphasic change in firing rates, or no effect) of response 
to morphine and three to naloxone (reversal, no effect, sensitiv- 
ity to naloxone but not to morphine) were identified. It was ob- 
served that only the decreases of firing produced by morphine 
were blocked by naloxone. 50 references. (Author abstract 
modified) 


003774 Divakaran, P.; Rigor, B. M.; Wiggins, R. C. Dept. of 
Neurobiology and Anatomy, University of Texas Medical 
School, P.O. Box 20708, Houston, TX 77025 Halothane accumu- 
lation in rat brain and liver. Neurochemical Research. 6(1):77-85, 
1981. 


Halothane concentrations were measured in rat brain and 
liver after exposure to various concentrations of halothane in 
air. Tissue concentrations of halothane were not linearly related 
to ambient concentrations. An increase in inspired concentration 
from 1.0 to 1.5% produced little increase in halothane concen- 
tration in brain, but liver halothane concentration increased in 
proportion to the dose increase. With inspired halothane con- 
centrations below 0.5%, tissue concentrations were lower than 
expected. Body size significantly affected the time required for 
each tissue to reach equilibrium at a given inspired concentra- 
tion. Results indicate that tissue concentrations at low exposure 
levels may be less than proportional to dose and that concentra- 
tions in small laboratory animals may be expected to exceed 
values in humans under equivalent exposure conditions. 13 refer- 
ences. (Author abstract modified) 


003775 Doogan, D. P. Dept. of Clinical Research, Philips- 
Duphar, BV, Weesp, The Netherlands Fluvoxamine as an anti- 
depressant drug. Neuropharmacology. 19(12):1215-1216, 1980. 


The utility of fluvoxamine, one of the family of aminoethyl 
oximethers of aralkyl ketones, as an antidepressant drug, is de- 
scribed. In view of the specificity of the drug in affecting 5-hy- 
droxytryptamine metabolism and its lack of pharmacologically 
active metabolites, fluvoxamine is adjudged a potentially effec- 
tive antidepressant and a potentially important research tool. It 
is noted that the indoleamine hypothesis of depression can be 
examined by investigating the pharmacological effects of this 
drug and relating them to either clinical or biochemical varia- 
bles. 6 references. 


003776 Dowling, John E.; Watling, Keith J. Watling: Biologi- 
cal Laboratories, Harvard University, Cambridge, MA 02138 
Dopaminergic mechanisms in the teleost retina. II. Factors affect- 


ing the accumulation of cyclic AMP in pieces of intact carp 
retina. Journal of Neurochemistry. 36(2):569-579, 1981. 


The ability of dopamine agonists, other proposed retinal trans- 
mitters, depolarizing agents, and light to stimulate adenylate cy- 
clase activity in pieces of intact carp retina was examined. Re- 
sults indicate that dopamine sensitive adenylate-cyclase is the 
only neurotransmitter activated adenylate-cyclase in the carp 
retina. Only dopamine or dopamine agonists stimulated cyclic 
AMP synthesis in the retina. Depolarizing agents increased reti- 
nal cyclic AMP levels, but acted by releasing endogenous stores 
of dopamine. Retinal cyclic AMP levels were increased by 
flashing lights or high potassium concentrations, but the in- 
creases were abolished by haloperidol. 21 references. (Author 
abstract modified) 


003777 Dubocovich, Margarita L.; Langer, S. Z. Biology 
Dept. Synthelabo, (L.E.R.S.) 58, rue de la Glaciere, F-75013 
Paris, France Pharmacological differentiation of presynaptic in- 
hibitory alpha-adrenoceptors and opiate receptors in the cat nicti- 
tating membrane. British Journal of Pharmacology. 70(3):383- 
393, 1980. 


The effects of morphine, endogenous opioid peptides, and 
some synthetic analogues on 3H-noradrenaline release induced 
by nerve stimulation was studied in the isolated nerve terminal 
muscle preparation of the cat nictitating membrane under condi- 
tions in which the alpha-presynaptic receptors were blocked by 
phentolamine. Morphine, (Met5)-enkephalin, (Leu5)-enkephalin, 
and beta-endorphin reduced 3H-noradrenaline overflow and re- 
sponses to nerve stimulation from the nictitating membrane. 
These effects were completely antagonized by naloxone. Two 
synthetic opiate pentapeptides that are resistant to enzymatic 
degradation were more potent than the enkephalins in reducing 
the stimulation evoked transmitter overflow. In the presence of 
lmdM phenoxybenzamine, 3H-noradrenaline overflow was in- 
creased 8 fold, but the inhibition of neurotransmission by meth- 
ionine-enkephalin was not affected; at 10mcM phenoxybenza- 
mine, 3H-noradrenaline overflow increased 15 fold and the ef- 
fects of methionine were antagonized. 45 references. (Author 
abstract modified) 


003778 Duggan, A. W.; Griersmith, Bernadette T.; Johnson, S. 
M. Dept. of Pharmacology, John Curtin School of Medical Re- 
search, Australian National University, Canberra, Australia Su- 
praspinal inhibition of the excitation of dorsal horn neurones by 
impulses in unmyelinated primary afferents: lack of effect by 
strychnine and bicuculline. Brain Research. 210(1-2):231-241, 
1981. 


Tonic descending inhibition of the excitation of lumbar dorsal 
horn neurons by impulses in unmyelinated primary afferents was 
measured in barbiturate anesthetized cats by reversibly cooling a 
more cephalic segment. Supraspinal inhibition was not reduced 
by bicuculline and strychnine administered i.v. or electrophore- 
tically in the substantia gelatinosa and at sites progressively 
closer to cell bodies in amounts adequate to reduce segmental 
inhibition. Results suggest that descending fibers that tonically 
control spinal transmission of nociceptive information do not re- 
lease glycine or GABA or excite spinal interneurons that release 
these amino acids. 19 references. (Author abstract modified) 


003779 Dun, N. J.; Karczmar, A. G. Dept. of Pharmacology 
and Exper. Therapeutics, Loyola University Stritch School of 
Medicine, 2160 S. First Ave., Maywood, IL 60153 A compara- 
tive study of the pharmacological properties of the positive poten- 
tial recorded from the superior cervical ganglia of several species. 
Journal of Pharmacology and Experimental Therapeutics. 
215(2):455-460, 1980. 


A comparative study of the pharmacological properties of the 
positive potential recorded from the superior cervical ganglia 
(SCG) of several species is described. In curarized guinea-pig 
SCG, a late negative response (LN) with no detectable slow 
positive (P) potential was observed. Neostigmine increased the 
amplitude and duration of the P and LN responses in the major- 
ity of the rabbit, rat, and cat SCGs. Alpha-receptor antagonists, 
phenoxyb ine, phentolamine, and dihydroergotamine, and 
a beta-receptor antagonist, propranolol, did not appreciably alter 
the P and LN responses of the rabbit, cat, and rat SCG or neos- 
tigmine-induced hyperpolarization of the guinea-pig SCG. These 
and other data demonstrate that muscarinic receptors are in- 
volved in the generation of P and LN potentials of mammalian 
sympathetic ganglia, while the adrenergic and disynaptic nature 
of P response remains to be clarified. There appears to be no 
correlation between the generation of P potential and elevation 
of cyclic AMP in the SCG. 29 references. (Author abstract 
modified) 


003780 Dzhokhadze, L. D.; Samadashvili, Z. V. no address / 
The effect of Nootropile on the transcallosal and primary evoked 
responses of the cat cerebral cortex./ Vliyaniye Nootropila na 
vyzvannyye transkallozal’nyye i pervichnyye otvety kory 
bol’shikh polushariy golovnogo mozga koshek. Soobshcheniya 
Akademii Nauk Gruzinskoy SSR. 100(1):197-200, 1980. 


The effect of Nootropile on evoked transcallosal and primary 
response of the cerebral cortex was studied in unanesthetized 
curarized cats. Nootropile was administered intravenously 
(S00mg/kg), or applied locally near the recording electrode 
(50% solution). Results show that Nootropile increased the am- 
plitude of transcallosal responses, recorded from the somatosen- 
sory area of the cerebral cortex; Nootropile did not affect the 
primary responses of the same cortical area, elicited by stimula- 
tion of the contralateral forepaw. These results suggest that 
Nootropile has a specific effect on the cortical structures in- 
volved in the generation of transcallosal responses. 7 references. 
(Journal abstract modified) 


003781 Edvinsson, Lars; Hardebo, Jan Erik; Lundh, Hakan. 
Dept. of Clinical Pharmacology, EA-blocket, University Hospi- 
tal of Lund, S-221 85 Lund, Sweden Action of 4-aminopyridine 
on the cerebral circulation. Acta Neurologica Scandinavica. 
63(2):122-130, 1981. 


The vasomotor effects of 4-aminopyridine (4-AP), a com- 
pound which facilitates both inhibitory and excitatory synaptic 
activity in CNS, were examined in isolated feline brain vessels 
and in brain cortical metabolism and regional cerebral blood 
flow of rats. At high concentrations, a minor vasoconstriction 
was obtained of isolated pial vessels. Measurement of regional 
cerebral blood flow using the 14C-ethanol technique demon- 
strated significant increase in blood flow of caudate nucleus 
(93%), thalamus (74%), and cerebellum (82%). The arterioven- 
ous oxygen difference of cortical tissue was reduced from 
3.20mmol 02/ml to 1.69mmol 02/ml by 4-AP. This was not as- 
sociated with an increase in cortical blood flow. Cortical meta- 
bolic rate of oxygen was unchanged by 4-AP. 24 references. 
(Author abstract modified) 


003782 Einspahr, F. J.; Piercey, M. F. Piercey: CNS Research, 
Upjohn Company, Kalamazoo, MI 49001 Morphine depresses 
dorsal horn neuron responses to controlled noxious and non-nox- 
fous cutaneous stimulation. Journal of Pharmacology and Ex- 
perimental Therapeutics. 213(3):456-461, 1980. 

Morphine (0.3 to 3.0mg/kg i.v.) depressed the spontaneous 
activity, the electrically evoked discharge, and the response to 
noxious cutaneous heat of nociceptive dorsal horn neurons in 
unanesthetized, decerebrated, low spinal cats. In nociceptive 
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neurons that received convergent nonnoxious inputs, morphine 
also depressed responses to nonnoxious cutaneous air puff stimu- 
lation. These morphine effects were reversed by 0.3mg/kg i.v. 
naloxone. In neurons that were purely nonnociceptive, mor- 
phine had little or no effect on spontaneous activity or on 
evoked responses to honnoxious stimuli. 47 references. (Author 
abstract modified) 


003783 El-Fakahany, Esam; Richelson, Elliott. Richelson: 
Dept. of Psychiatry, Mayo Foundation, Rochester, MN 55901 
Involvement of calcium channels in short-term desensitization of 
muscarinic receptor-mediated cyclic GMP formation in mouse 
neuroblastoma cells. Proceedings of the National Academy of 
Sciences of the United States. 77(11):6897-6901, 1980. 


Evidence is presented that incubation of mouse neuroblastoma 
cells (clone N1E-115) with Mn2 results in a rapid and transient 
increase in cyclic GMP formation. This effect appears to be due 
to an increase in calcium influx because it does not occur in the 
absence of extracellular calcium or in the presence of verapamil, 
a calcium transport inhibitor. In addition, Mn2 inhibited muscar- 
inic receptor mediated cyclic GMP responses. The ability of 
Mn2 to increase cyclic GMP levels was markedly diminished in 
cells desensitized to the effects of carbamoylcholine, suggesting 
that this desensitization involves inactivation of calcium entry. 
33 references. (Author abstract modified) 


003784 Eliasson, S. G.; Kiessling, L. A.; Scarpellini, JoAnne D. 
Dept. of Neurology, Washington University School of Medi- 
cine, St. Louis, MO 63110 Ethanol-induced changes in cyclic 
guanosine 3',5'-phosphate metabolism in mouse vestibular region. 
Neuropharmacology. 20(4):397-403, 1981. 


Cyclic guanosine 3’,5'-phosphate (GMP) content in the ves- 
tibular nuclei region of mouse brain increased after 10 to 14 
days of ethanol intake. The increase was preceded by an in- 
crease in guanylate cyclase activity. A second increase in cyclic 
GMP level, accompanied by a decrease in cyclic GMP phos- 
phodiesterase activity, was observed after 4 weeks on an ethanol 
containing diet. The initial increase in cyclic GMP was not as 
pronounced in DBA/2J mice as in C57BL/6J or AKR/J mice. 
Cerebellectomy had no effect on the ethanol-induced increases 
in cyclic GMP. 43 references. (Author abstract modified) 


003785 Ennis, Christine; Cox, Barry. Dept. of Pharmacology, 
Materia, Medica and Therapeutics, Manchester University, 
Medical School, Manchester M13 9PT, England The dopamine 
receptor antagonist domperidone is also a competitive antagonist 
at alphal-adrenoceptors. Journal of Pharmacy and Pharmacol- 
ogy. 32(6):434-435, 1980. 


The potency of domperidone as an alphal-adrenoceptor an- 
tagonist was tested in the guinea-pig aortic strip preparation. 
Against the alphal-adrenoceptor agonist phenylephrine, dom- 
peridone was less potent than prazosin and spiroperidol, roughly 
equipotent to phentolamine, and more potent than haloperidol. 
Pimozide and metoclopramide were ineffective as antagonists of 
phenylephrine. Results show that domperidone possesses alphal- 
adrenoceptor properties in addition to its reported dopamine re- 
ceptor blocking activity. 7 references. 


003786 Ennis, Christine; Cox, Barry. Bioscience II Dept., ICI 
Pharmaceuticals Ltd., Mereside, Alderley Park, Macclesfield, 
Cheshire, SK10 4TG, England GABA _ enhancement of 
(3H)dopamine release from slices of rat striatum: dependence on 
slice size. European Journal of Pharmacology. 70(3):417-420, 
1981. 


The effect of GABA on potassium evoked tritium release 
from slices of rat striatum preloaded with 3H-dopamine varied 
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with slice size. GABA had no effect on the release of tritium 
from 100 x 100mcm ribbons of striatum, but produced a dose re- 
lated enhancement of potassium evoked tritium released from 
250 x 250mcm ribbons. The enhancement was antagonized by 
tetrodotoxin, but was not affected by bicuculline or picrotoxin. 
The effect of GABA was not mimicked by the GABA agonists 
muscimol and baclofen. Results suggest that an interneuron may 
be involved in the GABA effect, but antagonist studies indicat- 
ed that the neurotransmitter released by the postulated inter- 
neuron was not acetylcholine, 5-hydroxytryptamine, glycine, 
glutamate, or enkephalin. 8 references. (Author abstract modi- 
fied) 


003787 Enns, Louise; McCoy, E. E. Dept. of Pediatrics, Uni- 

versity of Alberta, Edmonton, Alberta, Canada A study of 
butyric acid uptake in normal and Down’s syndrome 

platelets. British Journal of Pharmacology. 71(2):553-556, 1980. 


The initial rate of GABA uptake in platelets from Ss with 
Down’s syndrome (DS) was reduced by 42%, compared to 
uptake in platelets from normal Ss. The rate of GABA uptake 
increased in both DS and normal platelets when the sodium ion 
concentration in the medium was increased. GABA uptake in 
the presence of 2,4-dinitrophenol or at 2 degrees C was approxi- 
mately 56% of uptake at 37 degrees C in both DS and normal 
platelets. Extrapolation of a reciprocal plot revealed the pres- 
ence of a two affinity uptake system. The deficit in GABA 
uptake in DS platelets suggests that decreased amine uptake and 
altered neurotransmission may exist in DS synaptosomes. 14 ref- 
erences. (Author abstract modified) 


003788 Eroglu, L.; Hizal, A.; Koyuncuoglu, H. Dept. of Phar- 
macology and Clinical Pharmacology of Istanbul Medical Fac- 
ulty, University of Istanbul, Capa, Istanbul, Turkey The effect of 
long-term concurrent administration of chlorpromazine and lith- 
ium on the striatal and frontal cortical dopamine metabolism in 
rats. Psychopharmacology. 73(1):84-86, 1981. 


The effects of lithium and chlorpromazine chronically admin- 
istered along and together on the dopamine metabolism in the 
rat striatum and frontal cortex was investigated by measurement 
of the levels of dopamine (DA) and its main metabolite, hom- 
vanillic acid (HVA). Long-term chlorpromazine administration 
caused a significant increase in the striatal DA level and a de- 
crease in that of HVA and HVA/DA ratio without any changes 
in those of the frontal cortex. The prolonged administration of 
lithium elevated the striatal levels of both HVA and DA, but no 
change in the frontal cortex was observed. The concurrent ad- 
ministration of chlorpromazine and lithium caused a significant 
increase in the frontal cortical DA level and a decrease in that 
of HVA and HVA/DA ratio. The striatal DA and HVA levels 
increased under the effect of the combined treatment, while the 
HVA/DA ratio remained unchanged. 20 references. (Author 
abstract) 


003789 Euvrard, Catherine; Oberlander, Claude; Boissier, Jac- 
ques R. Centre de Recherches Roussel UCLAF, F-93230 Ro- 
mainville, France Antidopaminergic effect of estrogens at the 
striatal level. Journal of Pharmacology and Experimental Thera- 
peutics. 214(1):179-185, 1980. 


The increase in striatal acetylcholine (ACh) levels induced by 
apomorphine in Sprague-Dawley rats was blocked by moxestrol 
and other estrogens, but not by progestagens, androgens, or cor- 
ticosteriods. The moxestrol effect increased with repeated treat- 
ment and lasted for at least 24 hours after the final injection. 
Moxestrol did not alter baseline striatal ACh levels, striatal cho- 
line acetyltransferase or acetylcholinesterase activities, or basal 
or apomorphine-induced decreases in striatal dopamine turn- 
over. In rats with unilateral 6-hydroxydopamine lesions of the 
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nigrostriatal dopamine pathway, moxestrol antagonized the con- 
tralateral circling induced by apomorphine. The effect of moxes- 
trol on the apomorphine-induced increase in striatal ACh was 
abolished by hypophysectomy and mimicked by pituitary trans- 
plants under the renal capsule. It is suggested that moxestrol 
exerts its antidopaminergic effect at the striatal level by decreas- 
ing dopaminergic postsynaptic transmission via mediation of the 
pituitary gland. 55 references. (Author abstract modified) 


003790 Fang, Victor S. Endocrinology Laboratory, Dept. of 
Medicine, University of Chicago, Chicago, IL 60637 Pharmaco- 
logical difference of L-DOPA, apomorphine, and 

against metoclopramide. Life Sciences. 28(19):2143-2149, 1981. 


Male Sprague-Dawley rat serum prolactin was stimulated by 
metoclopramide and inhibited by L-DOPA, apomorphine, and 
bromocriptine. When injected 15 minutes after metoclopramide, 
bromocriptine was much less effective than L-DOPA and apo- 
morphine in blocking the effect of metoclopramide on serum 
prolactin. When injected 15 minutes before metoclopramide, 
bromocriptine was the most effective antagonist of metoclopra- 
mide action. It is suggested that L-DOPA and apomorphine act 
exclusively by dopaminergic mechanisms, while bromocriptine 
and metoclopramide also act on the serotonergic pathways. 30 
references. (Author abstract modified) 


003791 Farsang, Csaba; Ramirez-Gonzalez, Maria Dolores; 
Mucci, Lucia; Kunos, George. Kunos: Dept. of Pharmacology 
and Therapeutics, McGill University, 3655 Drummond St., 
Montreal, Quebec, Canada H3G 1Y6 Possible role of an endog- 
enous opiate in the cardiovascular effects of central alpha adreno- 
ceptor stimulation in spontaneously hypertensive rats. Journal of 
Pharmacology and Experimental Therapeutics. 214(1):203-208, 
1980. 


In unanesthetized spontaneously hypertensive Okamoto-Aoki 
rats (SHR), naloxone (0.5 to 2mg/kg i.p.) and naltrexone (2mg/ 
kg) inhibited the hypotension and bradycardia induced by cloni- 
dine (5 to 20mcg/kg i.v.). Naloxone also reversed the reduction 
in blood pressure and heartrate induced by chronic treatment of 
SHR with clonidine as well as the hypotension induced by a 
single injection of alpha-methyldopa. In pentobarbital anesthe- 
tized SHR, the hypotension and bradycardia induced by cloni- 
dine were inhibited by naloxone or yohimbine. Morphine also 
reduced blood pressure and heartrate in thse animals, these ef- 
fects were antagonized by naloxone, but not by yohimbine. The 
reductions in blood pressure and heartrate by clonidine or 
alpha-methyldopa in normotensive Wistar-Kyoto rats were 
smaller than in SHR and were not influenced by naloxone. Re- 
sults suggest that endogenous opioids are involved in the antihy- 
pertensive action of central alpha-adrenoceptor stimulants in 
SHR, but this mechanism appears to be absent or inactive in 
normotensive rats. 26 references. (Author abstract modified) 


003792 Fekete, M. I. K.; Herman, J. P.; Kanyicska, B.; Pako- 
vits, M. Institute of Experimental Medicine, Academy of Sci- 
ence, Budapest, Hungary Dopamine, noradrenaline and 3,4-dihy- 
droxyphenylacetic acid (DOPAC) levels of individual brain nuclei, 
effects of haloperidol and pargyline. Journal of Neural Transmis- 
sion. 45:207-218, 1979. 


Noradrenaline (NA), dopamine (DA), and 3,4-dihydroxyphen- 
ylacetic acid (DOPAC) were determined with a newly devel- 
oped radioenzymatic method simultaneously in the striatum, 
limbic system, hypothalamus, and catecholamine containing cell 
groups of the rat brain. Only a loose relationship was estab- 
lished between DOPAC and DA contents in the various brain 
areas. The lowest DOPAC/DA ratio was found in the median 
eminence, and the highest DOPAC/DA ratio was found in the 
periventricular nucleus of the hypothalamus. Haloperidol in- 


creased the DOPAC level in only the striatum, olfactory tuber- 
cle, and central amygdaloid nuclei, and decreased the DOPAC 
level in the locus coeruleus. Pargyline caused an approximate 
50% decrease of DOPAC content of most of the nuclei in 10 
minutes; the drug’s effectiveness did not parallel that of haloper- 
idol. The results are discussed as a consequence of different re- 
activity of various DAergic terminals and catecholamine cell 
bodies to haloperidol and pargyline. (Journal abstract modified) 


003793 Freedman, Robert; Marwaha, Jwaharlal. Dept. of Psy- 
chiatry, C268, University of Colorado Health Sciences Center, 
4200 E. Ninth Avenue, Denver, CO 80262 Effects of acute and 
chronic amphetamine treatment on Purkinje neuron discharge in 
rat cerebellum. Journal of Pharmacology and Experimental 
Therapeutics. 212(3):390-396, 1980. 


The spontaneous discharge of the cerebellar Purkinje neuron 
in urethane anesthetized rats was investigated as an indicator of 
central noradrenergic activity during the acute and chronic ad- 
ministration of d-amphetamine. Acute parenteral administration 
of amphetamine caused a dose dependent slowing of the dis- 
charge. Since this effect is not seen in animals in which the cate- 
cholaminergic innervation has been selectively removed by pre- 
vious treatment with 6-hydroxydopamine, it is hypothesized that 
the slowing is caused by the increased release and/or blocked 
reuptake of endogenous norepinephrine. Acute administration of 
amphetamine also increases the response of the Purkinje neurons 
to its afferent inputs: the excitatory climbing fibers and the in- 
hibitory basket and stellate cells. These effects of amphetamine 
on spontaneous and evoked activity are similar to the effects of 
microiontophoretically applied norepinephrine. It is concluded 
that chronic amphetamine treatment may cause an increase in 
response to endogenous norepinephrine, both when spontane- 
ously released and when released after acute amphetamine ad- 
ministration. 22 references. (Author abstract modified) 


003794 Friedman, Eitan; Meller, Emanuel; Hallock, Marilyn. 
Dept. of Psychiatry, NYU Medical Center, New York, NY 
10016 Effects of conformationally restrained analogues of sero- 
tonin on its uptake and binding in rat brain. Journal of Neuro- 
chemistry. 36(3):931-937, 1981. 


Two series of serotonin (5-HT) analogues with the side chain 
amino acid group constrained in the gauche or trans conforma- 
tion were used to study the preferred conformation of 5-HT for 
interaction with two different neuronal sites. Results showed 
that 6-hydroxytetrahydro-beta-carboline and 6-hydroxy-3-amino- 
tetrahydrocarbazole are potent, competitive inhibitors of 5-HT 
uptake into male Sprague-Dawley rat hypothalamic synapto- 
somes. The 5-HT analogues were 20 to 30 times less potent in 
inhibiting synaptosomal transport of catecholamines and both 
showed poor affinity for the postsynaptic 5-HT receptor. These 
findings support the suggestion that 5-HT can assume at least 
three preferred conformations, with only small energy barriers 
Ps their interconversion. 27 references. (Author abstract modi- 
ied) 


003795 Fry, B. W.; Ciarlone, A. E. School of Dentistry, Medi- 
cal College of Georgia, Augusta, GA 30912 Effects of phenytoin 
on mouse cerebellar 5-hydrox: and norepinephrine. 
Neuropharmacology. 20(6):623-625, 1981. 


Norepinephrine and 5-hydroxytryptamine concentrations in 
male Swiss-Webster mouse cerebellum were determined after a 
single i.p. injection of phenytoin (20mg/kg). The 5-hydroxytryp- 
tamine concentrations were 98%, 122%, 104%, 105%, 112%, 
and 120% of control value at 2, 4, 10, 16, 22, and 28 hours after 
injection, respectively. At these times, the norepinephrine con- 
centrations were 102%, 111%, 116%, 96%, 94%, and 120% of 
control value. Increases in these brain amines may be related to 
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the anticonvulsant action of phenytoin. 10 references. (Author 
abstract modified) 


003796 Fuller, Ray W.; Snoddy, Harold D.; Perry, Kenneth 
W. Lilly Research Lab., Eli Lilly and Co., Indianapolis, IN 
46285 Comparative effects of amantadine and amfonelic acid on 
dopamine metabolism in rat brain. Brain Research Bulletin. 
6(2):141-143, 1981. 


The comparative effects of amantadine and amfonelic acid on 
dopamine (DA) metabolism in rat brain are described. Amanta- 
dine did not change basal levels of 3,4-dihydroxyphenylacetic 
acid (DOPAC) or homovanillic acid (HVA) in rat brain and did 
not alter the increase in DOPAC levels resulting from DA reep- 
tor blackade by spiperone. The increase in HVA levels pro- 
duced by spiperone was significantly, but only slightly, en- 
hanced by amantadine at these doses. In contrast, amfonelic acid 
at dose of 5mg/kg increased DOPAC and HVA levels and en- 
hanced severalfold the spiperone-induced elevation of DIOAC 
and HVA levels. Amfonelic acid at a 2.5mg/kg dose enhanced 
the turnover of DA (measured by the decline in dopamine con- 
centration after inhibition of tyrosine hydoxylation with alpha- 
methyltyrosine) in spiperone treated rats, whereas amantadine 
had a smaller and not significant effect. Neither compound af- 
fected DA levels in alpha-methyltyrosine treated rats not given 
spiperone. Although amantadine has been observed by other re- 
searchers to enhance the stimulation release of DA, it does not 
appear to act in a manner similar to amfonelic acid. 20 refer- 
ences. (Author abstract modified) 


003797 Gale, Karen. Dept. of Pharmacology, Georgetown Uni- 
versity Schools of Medicine and Dentistry, Washington, DC 
20007 Relationship between the presence of dopaminergic neurons 
and GABA receptors in substantia nigra: effects of lesions. Brain 
Research. 210(1-2):401-406, 1981. 


Submaximal destruction of nigrostriatal dopaminergic projec- 
tions in male Sprague-Dawley rats produced a 25% decrease in 
specific GABA binding in the substantia nigra and reduced 
striatal tyrosine hydroxylase activity to 15 to 44% of control 
level. Lesions that caused maximal destruction of nigrostriatal 
dopamine neurons reduced striatal tyrosine hydroxylase to less 
than 15% of control, but did not alter specific GABA binding 
in the substantia nigra. Results suggest that two distinct process- 
es occurred in response to destruction of dopamine neurons, the 
loss of GABA binding sites physically associated with nigral do- 
pamine neurons and an increase in nigral GABA receptors asso- 
ciated with nondopaminergic neurons. The latter process may 
be due to a decrease in nigral GABA transmission secondary to 
the complete loss of dopaminergic synaptic activity in the stria- 
tum. 21 references. (Author abstract modified) 


003798 Gallagher, Michela; Kapp, Bruce S.; McNall, Carol L.; 
Pascoe, Jeffery P. Dept. of Psychology, Davie Hall 013 A, Uni- 
versity of North Carolina, Chapel Hill, NC 27514 Opiate effects 
in the amygdala central nucleus on heart rate conditioning in rab- 
bits. Pharmacology Biochemistry and Behavior. 14(4)497-505, 
1981. 


Opiate agents were injected into the central nucleus of the 
amygdala complex of New Zealand white rabbits prior to classi- 
cal conditioning or pseudoconditioning of heartrate responding. 
Opiate injection into the central nucleus did not significantly 
alter baseline heartrate, heartrate responding during habituation 
trials to presentations of the conditioned stimulus alone, or hear- 
trate responding during the pseudoconditioning procedure. 
Opiate administration did alter the acquisition of a conditioned 
bradycardia response during classical conditioning trials in 
which the offset of the conditioned stimulus was coincident 
with the presentation of an aversive unconditioned stimulus. 
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The opiate agonist levorphanol (5.0nM) significantly impaired 
the acquisition of the conditioned bradycardia response; this 
stereospecific effect was blocked by concurrent administration 
of the opiate antagonist naloxone (2.5nM). Naloxone alone sig- 
nificantly increaseed the magnitude of the conditioned bradycar- 
dia response. The effects produced by opiate administration into 
the central nucleus were not observed after administration of 
the same agents into sites 1 to 2mm dorsal to the central nucle- 
us. 37 references. (Author abstract modified) 


003799 Garcia-Sevilla, J. A.; Magnusson, T.; Carlsson, A. 
Dept. of Pharmacology, University of Goteborg, Goteborg, 
Sweden Opposite effects of naloxone on substance P-induced in 
brain dopa synthesis and in locomotor activity in rats. Journal of 
Neural Transmission. 45:185-193, 1979. 


The effects of substance-P and naloxone on the synthesis of 
dopamine and noradrenaline in rat brain and on rat behavior 
were studied. Intracerebroventricular injection of substance-P 
enhanced the synthesis of dopamine and noradrenaline, but these 
effects were blocked in most brain regions by pretreatment with 
naloxone. Substance-P also induced vasodilation, salivation, and 
increased locomotor activity, but these effects were not antago- 
nized by naloxone and, in the case of locomotor activity, the ef- 
fects were potentiated. The data suggest the existence of specific 
substance-P containing neuronal pathways for behavior, these 
pathways being unrelated to those regulating the synthesis of 
brain catecholamines. (Journal abstract modified) 


003800 Gentleman, S.; Parenti, M.; Commissiong, J. W.; Neff, 
N. H. Laboratory of Preclinical Pharmacology, NIMH, St. Eliz- 
abeths Hospital, Washington, DC 20032 Dopamine-activated 
adenylate cyclase of spinal cord: supersensitivity following tran- 
section of the cord. Brain Research. 210(1-2):271-275, 1981. 


A dopamine activated adenylate cyclase was identified in a 
membrane fraction of male Sprague-Dawley rat spinal cord. 
The concentration of dopamine required to produce half maxi- 
mal activation was about SmcM; this activation was blocked by 
haloperidol. Apomorphine also activated the cyclase. Following 
transection of the cord, adenylate cyclase was about 5 to 10 
times more sensitive to dopamine below the transection. Results 
indicate there are dopamine containing tracts in the spinal cord 
which could be involved in normal spinal mechanisms, in dis- 
eases associated with dopaminergic neurons, and in the side-ef- 
fects of neuroleptic drugs. 10 references. (Author abstract modi- 
fied) 


003801 Giagnoni, G.; Santagostino, A.; Grassi, A.; Fumagalli, 
P.; Gori, E. Institute of Pharmacology, Faculty of Sciences, 
University of Milan, Via Vanvitelli 32/A, Milan, Italy Role of 
adrenergic blocking agents and glucocorticoids on the regulation 
of pituitary opioid peptides levels. Archives Internationales de 
Pharmacodynamie et de Therapie. 248(2):272-279, 1980. 


Pituitary opioid peptide levels were determined in female 
Sprague-Dawley rats given single intracerebroventricular injec- 
tions of alpha-methyl-p-tyrosine (AMPT, 4mg) or phentolamine 
(40mcg) and repeated subcutaneous injections of dexamethasone 
valerate (2.5mg/kg). Phentolamine produced an immediate rise 
in corticosteroid levels and an increase in pituitary endorphin 
content after 20 minutes. AMPT increased serum corticosterone 
and reduced hypothalamic norepinephrine concentration, but 
did not affect pituitary endorphin levels. Repeated steroid treat- 
ment decreased serum corticosterone levels and pituitary opioid 
activity (primarily due to a reduction of beta-endorphin con- 
tent). It is suggested that the pituitary endorphin system, like 
ACTH, is under negative direct or indirect regulatory control 
of glucocorticoids. 17 references. (Author abstract modified) 


003802 Gillan, Maureen G. C.; Kosterlitz, H. W.; Paterson, S. 
J. Unit for Research on Addictive Drugs, University of Aber- 
deen, Aberdeen, Scotland Comparison of the binding characteris- 
tics of tritiated opiates and opioid peptides. British Journal of 
Pharmacology. 70(3):481-490, 1980. 


The dissociation equilibrium constants and the maximal 
number of binding sites for various tritiated ligands of opiate re- 
ceptors were studied in homogenates of guinea-pig brain. Inhibi- 
tory constants for unlabeled ligands against tritiated ligands 
were also determined. Results revealed different binding capaci- 
ties for the different tritiated ligands. Data supported the hy- 
pothesis that naturally occurring opioid peptides (met-enkepha- 
lin, leu-enkephalin, and beta-endorphin) can interact with at 
least two receptors, the mu-receptor and the delta-receptor. 26 
references. (Author abstract modified) 


003803 Giusti, G. V.; Chiarotti, M.; Vigevani, F. Ist. Med. 
Leg., Universita di Cattania, Roma, Italy Neutralization of the 
effect of delta9-tetrahydrocannabinol on barbiturate sleeping time 
by specific active immunization. Drug and Alcohol Dependence. 
5:185-187, 1980. 


Adult mice were actively immunized with delta9-tetrahydro- 
cannabinol bovine serum albumin (delta9-THC-BSA) conjugate. 
Control animals were immunized with BSA alone. While the 
administration of phentobarbital and delta9-THC to control ani- 
mals resulted in the well known prolongation of the barbiturate 
sleeping time, in mice immunized with delta9-THC-BSA conju- 
gate this effect was almost completely neutralized. (Journal ab- 
stract) 


003804 Gogolak, G.; Stumpf, Ch. Dept. of Neuropharmaco- 
logy, Brain Research Institute, Austrian Academy of Sciences, 
A-1090 Vienna, Wahringerstrasse 13a, Austria Action of drugs 
on the cerebellar electrical activities. Progress in Pharmacology. 
3(2):1-66, 1980. 


Spontaneous and drug-induced cerebellar electrical activities 
recorded from in situ preparations, cerebellar slices, and tissue 
cultures are reviewed. The effects of central depressants such as 
barbiturates and benzodiazepines and of convulsants, anticonvul- 
sants, and related agents (benzylpenicillin, pentetrazol, strych- 
nine, harmaline, local anesthetics, and phenytoin) are discussed. 
Actions of putative neurotransmitters, cholinergic and anticho- 
linergic agents, adrenergic and adrenolytic agents, and amino 
acids are also considered. 281 references. 


003805 Goltermann, N. R.; Stengaard-Pedersen, K.; Rehfeld, J. 
F.; Christensen, N. J. Institute of Medical Biochemistry, Univer- 
sity of Aarhus, DK-8000 Aarhus C, Denmark Newly synthesized 
cholecystokinin in subcellular fractions of the rat brain, Journal 
of Neurochemistry. 36(3):959-965, 1981. 


The subcellular localization of newly synthesized cholecysto- 
kinin (CCK) in various parts of Wistar rat brain was studied 
after intracisternal pulse injections of (35S)methionine. De novo 
synthesized CCK in the crude mitochondrial/synaptosomal frac- 
tion and in the purified synaptosomal fraction was demonstrated 
by affinity chromatography, using antibodies specific for the 
COOH terminal sequence of CCK. Subsequent gel chromato- 
graphy revealed two molecular forms of labeled CCK with elu- 
tion constants of 1.1 (corresponding to the COOH terminal te- 
trapeptide amide, CCK-4) Results support the suggestion that 
the small molecular forms are transmitter forms of CCK. 16 ref- 
erences. (Author abstract modified) 


003806 Gospe, Sidney M., Jr.; Wilson, Wilkie A., Jr. Wilson: 
Epilepsy Center Research Laboratory, Bldg. 2, V.A. Medical 
Center, Durham, NC 27705 Dopamine inhibits burst-firing of 


neurosecretory cell R 15 in Aplysia californica: establishment of a 
dose-response relationship. Journal of 
mental Therapeutics. 214(1):112-118, 1980. 


and Experi- 


Burst firing in neurosecretory cell R-15 of Aplysia californica 
was inhibited by the bath application of dopamine. Dopamine 
reduced the inward current in the region of negative slope con- 
ductance and tended to linearize the current/voltage curve. The 
loss of inward current in the region of negative slope conduc- 
tance was dose dependent, highly reproducible, and relatively 
resistant to desensitization. The dose/response curve was sig- 
moidal in shape, rising from minimal effect near SOmcM to a 
maximal effect near 500mcM. This dose/response curve can be 
used as a standard of comparison in studies of agonists and an- 
tagonists. 24 references. (Author abstract modified) 


Ken-Ichi; Fukuda, Hideomi. Dept. of Toxicology and Pharma- 
cology, Faculty of Pharmaceutical Sciences, University of 
Tokyo, Bunkyo-ku, Tokyo 113, Japan Changes of electroretino- 
gram and neurochemical aspects of GABAergic neurons of retina 
after intraocular injection of kainic acid in rats. Brain Research. 
211(2):305-314, 1981. 


The effects of intraocular injections of kainic acid (KA) on 
electroretinogram (ERG) readings and neurochemical properties 
of the retina were examined in male Wistar rats. Histological al- 
terations were evident 1 hour after injection: swelling was ob- 
served in the inner and outer plexiform layers, and certain gan- 
glion cells and cells of the inner nuclear layers exhibited pykno- 
tic nuclei. Most of the ganglion cells appeared to have degener- 
ated within 48 hours, and the form of the outer plexiform layer 
was incomplete. The amplitude of the b-waves of the ERG de- 
creased 2 hours after injection and never recovered, whereas 
the amplitude of the a-waves was unaffected by a 50nmol dose 
of KA and increased by a 200nmol dose. GABA content in the 
eyecups began to decrease within 1 hour and fell to 20% of its 
original level within 24 hours. Glutamic acid decarboxylase ac- 
tivity was unaffected 2 hours after injection but was reduced to 
40% of its original level within 24 hours. Taurine was not al- 
tered by KA. 31 references. (Author abstract modified) 


003808 Govoni, S.; Hong, J. S.; Yang, H.- Y. T.; Costa, F. 
Yang: Laboratory of Preclinical Pharmacology, NIMH, Si. 
Elizabeths Hospital, Washington, DC 20032 Increase of neuco- 


215(2):413-417, 1980. 


Increases of neurotensin content of nucleus accumbens elicit- 
ed by neuroleptics were investigated. Neurotensin immunoreac- 
tive material (neurotensin IR) of nucleus accumbens increased 
16 hours after a single injection of haloperidol; this increase per- 
sisted for 8 hours or longer. Repeated injections of haloperidol 
caused a gradual and progressive increase of neurotensin IR. 
Maximal responses were obtained with Img/kg/day in 3 weeks. 
The increase of neurotensin IR material of nucleus accumbens 
was elicited also by chlorpromazine, trifluoroperazine and pimo- 
zide, while promazine and promethazine were ineffective. These 
data suggest a neuroleptic modulation of neurotensin metabo- 
lism, synthesis, or utilization directly or indirectly through do- 
paminergic synapses. 34 references. (Author abstract modified) 


003809 Grandison, L.; Guidotti, A. Dept. of Physiology and 
Biophysics, Rutgers Medical School, Piscataway, NY Role of 
the anterior pituitary GABA receptor in the control of prolactin 
release. In: Brambilla, F., ed., Progress in psychoneuroendocrin- 
1 New York, Elsevier/North Holland, 1980. 669 p. (p. 157- 


Psychopharmacology Abstracts 


Evidence is presented to support the hypothesis that GABA 
receptors in the anterior pituitary regulate release of prolactin 
(PRL). GABA receptors have been identified in membrane 
preparations of rat and human pituitary. Incubation of hemisect- 
ed anterior pituitaries with the GABA agonist muscimol inhibits 
PRL release. The high concentration of GABA in human pitu- 
itary suggests that the pituitary is a target for GABA released 
under physiological conditions, even though the pituitary is not 
the source of GABA. The most likely source is the tuberoinfun- 
dibular GABA neuron, which may secrete GABA into the 
portal pituitary circulation. Unlike the tuberoinfundibular dopa- 
mine neuron, the GABA neuron does not appear to have a role 
in maintaining basal PRL release. 26 references. 


003810 Grant, Steven J.; Redmond, D. E., Jr. Dept. of Psychi- 
atry, Yale University School of Medicine, 333 Cedar St., New 
Haven, CT 06510 The neuroanatomy and pharmacology of the 
nucleus locus coeruleus. (Unpublished paper). Research Report, 
NIMH Grant 5RO1-MH-31176, 1980. 49 p. 


Research is reviewed on the neurophysiological and neuro- 
pharmacological characteristics of the nucleus locus coeruleus 
(LC) in the rat, a brain region which contains specialized cate- 
cholamine containing cells. Emphasis is on how the interaction 
of clonidine with noradrenergic nuclei, such as LC, might be re- 
sponsible for clonidine’s psychopharmacological properties. 
These results indicate that: 1) clonidine acts preferentially at 
alpha-2-adrenergic receptors, and in systemic doses of less than 
50 to 100mcg/kg, clonidine exerts its effects at autoreceptors 
which initially decrease noradrenergic neuronal firing rates, nor- 
epinephrine (NE) release, and NE turnover; 2) this action pro- 
duces functional decreases of the usual effects of these neurons 
at their postsynaptic alpha-l-adrenergic and beta-adrenergic re- 
ceptor mediated projections; and 3) higher doses of clonidine 
produce agonist effects at alpha-l-adrenergic receptors, counter- 
acting the effects of decreases in firing rate and turnover, while 
decreased function continues at beta-receptors. It is concluded 
that receptors for GABA, endorphins, substance-P, and acetyl- 
choline on LC neurons provide an anatomical and physiological 
basis for interactions among systems using these substances as 
neurotransmitters by acting on a final noradrenergic common 
pathway. The noradrenergic pathways, in turn, also project and 
alter function in areas utilizing other neurotransmitters, and 
studies of LC may help determine the nature and effects of 
clonidine and other alpha-2-agonists on the brain. 107 refer- 
ences. 


003811 Greeley, George H., Jr.; Kizer, J. S. Room 241, Bio- 
logical Sciences Research Center (220H), University of North 
Carolina School of Medicine, Chapel Hill, NC 27514 The effects 
of chronic methylphenidate treatment on growth and endocrine 
function in the developing rat. Journal of Pharmacology and Ex- 
perimental Therapeutics. 215(3):545-551, 1980. 


The effects of chronic methylphenidate treatment on growth 
and endocrine function in the developing rat were investigated. 
At 35mg/kg per day and 100mg/kg per day, methylphenidate 
significantly decreased rate of skeletal growth and bodyweight 
gain in both males and females. Vaginal patency in females 
given 35mg/kg and 100mg/kg during neonatal life was signifi- 
cantly delayed and number of estrous cycles after cessation of 
chronic treatment was significantly reduced. In both males and 
females, chronic methylphenidate depresses serum prolactin 
levels at all doses, an effect which disappears after cessation of 
treatment. At all doses, chronic methylphenidate significantly 
decreases basal serum insulin levels. Chronic methylphenidate 
treatment significantly depresses growth hormone levels in fe- 
males, with no consistent effect in males. In females, chronic 
methylphenidate has no consistent effect upon gonadotropin 
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levels but significantly decreases luteinizing hormone and folli- 
cle stimulating hormone levels in males. 12 references. (Author 
abstract modified) 


003812 Green, Kenneth F. California State University, 6101 
East 7th St., Long Beach, CA 90801 Hippocampal slow activity: 
two input systems? (Unpublished paper). Final Report, NIMH 
Grant R03-MH-32873, 1980. 7 p. 


Inputs to the hippocampal formation that may affect an elec- 
trical rhythmic slow activity (RSA) in rats were investigated. 
Data obtained from 30 Ss indicated that with urethane, the RSA 
amplitude profile replicated profile past findings, as did RSA 
frequencies of 3 to 7 Hz. Atropine reduced percent time RSA 
while eserine increased percent time RSA. Stimulation of the 
performant path (PP) at RSA frequencies did not drive RSA in 
any reliable fashion. Stimulation of medial septal area (MS) at 
50 to 60 Hz elicited RSA and, to a limited extent, increased 
RSA frequency as MS stimulation intensity increased. The find- 
ings indicated that RSA is not affected reliably by electrical 
stimulation of PP in urethane anesthetized rats. The results also 
suggest that the entorhinal cortex is not a driver of RSA in the 
hippocampus, even under the conditions which favor its appear- 
ance (urethane anesthesia, attention related input, slow stimula- 
tion rates, and eserine). If this result holds up in waking rats, 
several problems are seen to exist. It is recommended that fine 
analysis of cellular mechanisms should be reconciled with field 
potentials in future research. 


003813 Grignolo, Alberto; Light, Kathleen C.; Obrist, Paul A. 
Dept. of Pharmacology, P.O. Box 3813, Duke University Medi- 
cal Center, Durham, NC 27710 Beta-adrenergic influence on car- 
diac dynamics during shock-avoidance in dogs. Pharmacology 
Biochemistry and Behavior. 14(3):313-319, 1981. 


The role of beta-adrenergic receptors in the mediation of the 
cardiodynamic effects of a shock avoidance task were evaluated 
in conscious dogs. Shock avoidance evoked reliable increases in 
left ventricular pressure (LV dP/dt), heartrate (HR), cardiac 
output (CO), systolic blood pressure (SBP), and diastolic blood 
pressure (DBP), as well as decreases in total peripheral resist- 
ance. Beta-adrenergic blockade by practolol (2 to 4mg/kg) 
eliminated the LV dP/dt increases, attenuated vasodilation and 
increases in HR and CO, diminished SBP increases in certain 
animals, and had no effect on DBP increases. Stable interindivi- 
dual differences in the magnitude of LV dP/dt and HR in- 
creases during shock avoidance were demonstrated, but these 
differences were abolished by beta blockade. 32 references. 
(Author abstract modified) 


003814 Gripenberg, J.; Heinonen, E.; Jansson, S. -E. Heinonen: 
Dept. of Physiology, University of Helsinki, Siltavuorenpenger, 
SF-00170 Helsinki 17, Finland Uptake of radiocalcium by nerve 
endings isolated from rat brain: kinetic studies. British Journal of 
Pharmacology. 71(1):265-271, 1980. 


The uptake of radiocalcium by nerve ending particles isolated 
from male Sprague-Dawley rat brain was studied in vitro by 
means of a rapid lanthanum quenching technique. During con- 
trol conditions and during high potassium stimulation, the 
uptake fit a theoretical three compartment model with two sepa- 
rate uptake phases, a fast initial phase followed by a late slow 
phase. The uptake as a function of external calcium concentra- 
tion could be described in terms of Michaelis-Menten kinetics 
during high potassium stimulation; the fit was not as good under 
control conditions. The affinity for uptake of calcium remained 
unchanged during control conditions, but decreased drastically 
during the late slow phase of uptake under high potassium con- 
ditions. For both fast and slow phases of uptake, the maximal 
velocity of calcium uptake during high potassium stimulation 


was twice that observed under control conditions. Magnesium 
ion had an inhibitory effect on uptake, particularly during high 
potassium stimulation. Tetrodotoxin had a slight inhibitory 
effect additional to that exerted by magnesium ion during the 
initial phase of uptake into potassium stimulated synaptosomes. 
21 references. (Author abstract modified) 


003815 Gripenberg, J.; Heinonen, E.; Jansson, S. -E. Heinonen: 
Dept. of Physiology, University of Helsinki, Siltavuorenpenger, 
SF-00170 Helsinki 17, Finland Uptake of radiocalcium by nerve 
endings isolated from rat brain: logical studies. British 
Journal of Pharmacology. 71(1):273-278, 1980. 


The uptake of radiocalcium by nerve ending particles isolated 
from male Sprague-Dawley rat striatum was studied, using 
lanthanum as a quenching agent. High-potassium-induced cal- 
cium uptake occurred in two phases, an initial rapid phase and a 
late slow phase. Following preincubation with calcium chloride, 
dopamine reduced high-potassium-induced calcium uptake 
during the initial rapid phase, but had no effect on the late slow 
uptake phase. Haloperidol had no direct effect on calcium 
uptake, but abolished the inhibitory effect of dopamine on the 
initial rapid phase of high-potassium-induced uptake. Dibutyryl 
cyclic AMP and prostaglandin-E1 had no effect on the initial 
rapid phase of high-potassium-induced calcium uptake by striatal 
synaptosomes. Results suggest that dopamine regulates the de- 
polarization-induced influx of calcium in presynaptic nerve end- 
ings in the striatum. 27 references. (Author abstract modified) 


003816 Gross, Gerhard; Brodde, Otto-Erich; Schumann, Hans- 
Joachim. Pharmakologisches Institut der Universitat Essen, Hu- 
felandstrasse 55, D-4300 Essen, West Germany Regulation of 
alphal-adrenoceptors in the cerebral cortex of the rat by thyroid 
hormones. Naunyn-Schmiedeberg’s Archives of Pharmacology. 
316(1);45-50, 1981. 


The influence of thyroid hormones on alphal-adrenoceptors 
in a crude membrane fraction from male Wistar rat cerebral 
cortex was studied using the 3H-WB-4101 binding assay. The 
maximal number of 3H-WB-4101 binding sites was increased by 
27% in cortical membranes from animals made hyperthyroid by 
6-propyl-2-thiouracil feeding for 8 weeks and was reduced by 
23% in animals made hypothyroid by 9 days of triiodothyronine 
injections. Triiodothyronine treatment reversed the reduction in 
3H-WB-4101 binding induced by 6-propyl-2-thiouracil. No 
change in receptor affinity was observed. Inhibition of 3H-WB- 
4101 binding by adrenergic agonists and antagonists revealed no 
differences between euthyoroid and hypothyroid animals. It is 
concluded that thyroid hormones regulate the number of 
alphal-adrenoceptors in membranes of rat cerebral cortex. 36 
references. (Author abstract modified) 


003817 Gross, P. M.; Teasdale, G. M.; Angerson, W. J.; 
Harper, A. M. Teasdale: Dept. of Neurosurgery, Institute of 
Neurological Sciences, Southern General Hospital, Glasgow, 
Scotland H2-receptors mediate increases in permeability of the 
blood-brain barrier during arterial histamine infusion. Brain Re- 
search. 210(1-2):396-400, 1981. 


Infusion of histamine into the internal carotid artery of Spra- 
gue-Dawley rats increased cerebrovascular permeability to iso- 
topically labeled sucrose. Prior administration of the histamine 
H2-receptor antagonist metiamide attenuated or blocked this re- 
sponse. It is concluded that intravascular histamine stimulates 
H2-receptors of cerebral endothelia and increases permeability 
of the blood-brain barrier. 28 references. 


003818 Guchhait, Ras B. Johns Hopkins University, Charles & 
34th Streets, Baltimore, MD 21218 Regulation of biogenesis uf 


psychotomimetic amines. (Unpublished paper). Final Report, 
NIMH Grant 5RO1-MH-27256, 1980. 9p. 

The roles of S-adenosylmethionine (SAM) and of 5-methyl-te- 
trahydrofolate (MTHF) as physiological methyl group donors 
for biogenic amine transmethylation were studied. Rat brain and 
pineal tissues were used as the enzyme sources. It was estab- 
lished that MTHF is not a methyl donor for methylation of bio- 
genic amines. The results indicate that the pineal gland gener- 
ates its own SAM, the only physiological methyl donor for bio- 
genic amines. The major product of pineal MAT was identified 
as S-adenosyl-L-methionine by three techniques. The results in- 
dicate that the pineal organ from rat and various other species is 
enriched with MAT enzyme. The MAT enzyme is also present 
in rat Harderian gland and retina. 


003819 Gundersen, Cameron B.; Jenden, Donald J. Dept. of 
Pharmacology, School of Medicine, University of California, 
Los Angeles, CA 90024 Oxotremorine does not enhance acetyl- 
choline release from rat diaphragm preparations. British Journal 
of Pharmacology. 70(1):8-10, 1980. 


Oxotremorine (10mcM) caused no significant change in the 
spontaneous or evoked release of acetylcholine (ACh) from the 
rat phrenic nerve/diaphragm preparation. No significant change 
in tissue levels of ACh or choline was observed with 10mcM 
oxotremorine, although a small reduction in tissue ACh was ob- 
served with 100mcM oxotremorine. The findings are not con- 
sistent with the dramatic oxotremorine-induced increase in ACh 
previously reported in this preparation. 11 references. (Author 
abstract modified) 


003820 Gundersen, Cameron B.; Jenden, Donald J. Jenden: 
Dept. of Pharmacology, School of Medicine, University of Cali- 
fornia, Los Angeles, CA 90024 Alterations of acetylcholine and 
choline metabolism in mammalian preparations treated with beta- 
bungarotoxin. Journal of Neurochemistry. 36(3):938-948, 1981. 


A gas chromatographic/mass spectrometric assay was used to 
study the effects of beta-bungarotoxin on acetylcholine (ACh) 
and choline (Ch) metabolism in central and peripheral choliner- 
gic preparations. Beta-bungarotoxin did not inhibit the high af- 
finity uptake of labeled Ch or the synthesis of ACh in male 
Sprague-Dawley rat brain synaptosomal fractions. However, 
when incubated with synaptosomal fractions, the toxin signfi- 
cantly increased the amount of Ch in the medium. Beta-bungar- 
otoxin also caused a large increase in ACh release from rat 
brain minces and a depletion of the ACh content of minces. A 
similar phenomenon was observed in diaphragm preparations 
exposed continuously to beta-bungarotoxin, but an increase in 
ACh content was seen in diaphragms treated with the toxin for 
only 30 minutes. Beta-bungarotoxin had no measurable effect on 
ACh turnover in smooth muscle preparations from guinea-pig 
ileum. 30 references. (Author abstract modified) 


003821 Gunion, Mark W.; Brown, Danley F.; Peters, Ronald 
H.; Novin, Donald. Peters: Dept. of Psychology, Iowa State 
University, Ames, IA 50011 Unimpaired quinine metabolism in 
rats with ventromedial hypothalamic lesions. Pharmacology Bio- 
chemistry and Behavior. 14(3):283-286, 1981. 


In vitro rates of quinine metabolism were studied in female 
Long-Evans hooded rats with lesions of the ventromedial hypo- 
thalamus (VMH). Determinations were made under basal condi- 
tions and under conditions known to cause induction of drug 
metabolizing enzymes. The rate of drug metabolism in VMH le- 
sioned rats was nearly identical to that in controls under all con- 
ditions tested. Results indicate that impaired quinine metabolism 
cannot account for the heightened sensitivity of VMH lesioned 
animals to the food intake suppressing effect of dietary quinine. 
24 references. (Author abstract modified) 


Psychopharmacology Abstracts 


003822 Gyorgy, L.; Doda, M. Institute of Experimental Medi- 
cine, Hungarian Academy of Sciences, Budapest 1450, POB 67, 
Hungary Influence of the dopaminergic agonists bromocriptine, 
piribedil and nomifensine on the sympathetic neural transmission 
in the nictitating membrane of the cat. Archives Internationales 
de Pharmacodynamie et de Therapie. 249(1):4-11, 1981. 


The effects of dopaminergic drugs on nictitating membrane 
contractions induced by cervical sympathetic nerve stimulation 
were studied in cats. Bromocriptine and piribedil injected into 
the lingual artery inhibited contractions induced by nerve stimu- 
lation, but did not suppress the effect of noradrenaline. In ani- 
mals pretreated with desipramine, high doses of nomifensine in- 
hibited contractions induced by nerve stimulation or by nora- 
drenaline. Haloperidol and sulpiride both antagonized the inhibi- 
tory effect of piribedil, and sulpiride prevented the effect of bro- 
mocriptine. Results suggest that these agonists have a specific 
inhibitory effect on presynaptic dopaminergic receptors. 16 ref- 
erences. (Author abstract modified) 


003823 Haga, Tatsuya; Haga, Kazuko. Dept. of Biochemistry, 
Hamamatsu University School of Medicine, Handa-cho, Hama- 
matsu 431-31, Japan Characterization by (3H)dihydroergocryptine 
binding of alpha-adrenergic receptors in neuroblastoma x glioma 
hybrid cells. Journal of Neurochemistry. 36(3):1152-1159, 1981. 


The binding of tritiated dihydroergocryptine (3H-DHE) to 
sites in membranes from neuroblastoma/glioma hybrid cells 
(NG-108-15) with characteristics of alpha-adrenergic receptors 
was demonstrated. The binding was saturable and of high affin- 
ity. The specificity of the binding site for various ligands was 
more similar to that of alpha2-receptors than that of alphal-re- 
ceptors. Guanosine triphosphate lowered the affinity of agonists 
for the 3H-DHE binding site, but the nucleotide did not mar- 
kedly affect the affinity of antagonists. 31 references. (Author 
abstract modified) 


003824 Hall, Hakan; Ogren, Sven-Ove. Dept. of Pharmacol- 
ogy, Research and Development Laboratories, Astra Lakemedel 
AB, S-151 85, Sodertalje, Sweden Effects of antidepressant drugs 
on different receptors in the brain. European Journal of Pharma- 
cology. 70(3):393-407, 1981. 


Radioligand receptor binding techniques were used to charac- 
terize the effects of different structural types of antidepressant 
drugs on neurotransmitter receptors. Tricyclic antidepressants 
were relatively potent inhibitors of 3H-mepyramine, 3H-d-lyser- 
gic acid diethylamide (d-LSD), 3H-quinuclidinyl benzilate 
(QNB), and 3H-WB4101 binding to male Sprague-Dawley rat 
brain preparations. The potency of nontricyclic antidepressants 
varied greatly. Mianserin potently displaced 3H-mepyramine, 
3H-d-LSD, and 3H-WB4101, but was a very weak displacer of 
3H-QNB binding. Nomifensine, zimelidine, and alaproclate had 
very low affinity for these receptors. None of the antidepres- 
sants studied were active against the binding of 3H-dihydroal- 
prenolol, 3H-spiroperidol, 3H-flunitrazepam, 3H-muscimol, and 
3H-naloxone. Results are discussed in relation to biogenic amine 
theories of affective disorders. 76 references. (Author abstract 
modified) 


003825 Hamon, M.; Mallat, M.; Herbet, A.; Nelson, D. L.; Au- 
dinot, M.; Pichat, L.; Glowinski, J. Groupe NB, INSERM 
U114, College de France, 11 place Marcelin Berthelot, F-75231 
Paris Cedex 05, France (3H)Metergoline: a new ligand of sero- 
tonin receptors in the rat brain. Journal of Neurochemistry. 
36(2):613-626, 1981. 


A specific, high affinity binding site for 3H-metergoline was 
found in microsomal and synaptic plasma membranes from var- 
ious areas of adult male rat brain. Experiments with 5,7-dihy- 
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droxytryptamine and kainic acid lesions indicated that this spe- 
cific binding site was located postsynaptically with respect to 
serotonergic neurons. Serotonin was 400 times more potent than 
dopamine and noradrenaline in displacing bound 3H-metergoline 
in the hippocampus, but only 10 times more potent than dopa- 
mine in the striatum. Results suggest that 3H-metergoline binds 
to serotonin receptors in the hippocampus and to serotonin and 
possibly dopamine receptors in the striatum. 36 references. 
(Author abstract modified) 


003826 Hanson, G.; Alphs, L.; Pradhan, Sikta; Lovenberg, W. 
Lovenberg: Section on Biochemical Pharmacology, NHBLI, 
NIH, Bethesda, MD 20205 Response of striatonigral substance P 
systems to a dopamine receptor agonist and antagonist. Neuro- 
pharmacology. 20(6):541-548, 1981. 


Alterations in dopamine (DA) receptor activity significantly 
altered levels of substance-P-like immunoreactivity (SPI) in the 
susbtantia nigra of male Sprague-Dawley rats. DA receptor acti- 
vation by apomorphine and receptor blockade by haloperidol 
both induced specific, dose dependent, and reversible decreases 
in the concentration of nigral SPI. Pretreatment with haloperi- 
dol antagonized the effect of apomorphine. Results suggest that 
DA receptor activity, mediated by the nigrostriatal DA system, 
exerts significant influence on the substance-P striato-nigral 
feedback loop. 41 references. (Author abstract modified) 


003827 Harris, R. Adron; Hood, William F. Dept. of Pharma- 
cology, University of Missouri School of Medicine, Columbia, 
MO 65212 Inhibition of synaptosomal calcium uptake by ethanol. 
Journal of Pharmacology and Experimental Therapeutics. 
213(3):562-568, 1980. 


In vitro addition of ethanol or pentobarbital to synaptosomes 
isolated from male Sprague-Dawley rat or Swiss-Webster mouse 
brain inhibited the depolarization dependent uptake of calcium, 
but did not affect uptake under nondepolarizing conditions. Syn- 
aptosomes from mice chronically ingesting ethanol were toler- 
ant to the inhibitory effects of ethanol and pentobarbital, but not 
to the inhibitory effects of acetaldehyde. Synaptosomes from 
ethanol tolerant/dependent mice accumulated less calcium in 
the absence of ethanol than did synaptosomes from control 
mice. This depression of uptake was reversed by in vitro expo- 
sure of the synaptosomes to a low concentration of ethanol, sug- 
gesting it represents a biochemical response to the withdrawal 
of ethanol. A single injection of ethanol 1 hour before sacrifice 
did not alter the calcium uptake activity or drug sensitivity of 
the synaptosomes. Results suggest that the known inhibitory ef- 
fects of ethanol and pentobarbital on the stimulated release of 
neurotransmitters and the development of tolerance to these ef- 
fects may be mediated by the inhibition of the depolarization de- 
pendent influx of calcium by these drugs. 38 references. (Author 
abstract modified) 


003828 Haubrich, D. R.; Gerber, N.; Pflueger, A. B.; Zweig, 
M. Merck Institute for Therapeutic Research, West Point, PA 
19486 Tissue choline studied using a simple chemical assay. Jour- 
nal of Neurochemistry. 36(4):1409-1417, 1981. 


An enzymatic/radioisotopic assay was used to measure free 
choline in unextracted tissue in humans and animals. The lowest 
concentration of free choline in any tissue studied was present in 
human cerebrospinal fluid. A postmortem increase in concentra- 
tion of free choline occurred in the blood, kidney, and liver of 
mice. Several treatments were found to increase the concentra- 
tion of free choline. For example, intraperitoneal administration 
of choline or 2-amino-2-methyl-propanol (a choline oxidase in- 
hibitor) induced an increase in the level of choline in blood, kid- 
neys, liver, and brain of mice, and administration of 2-dimethy- 
laminoethanol (deanol) caused an increase in kidney and liver 


choline. The level of choline in blood was increased when rats 
were treated orally with either antibiotics or esters of choline 
such as phosphorylcholine, glycerylphosphorylcholine, laroyl- 
choline, or propionylcholine. Results show that the concentra- 
tion of free choline may be regulated by intestinal metabolism, 
availability of esterified precursors, and activity of enzymes that 
metabolize choline. 43 references. (Author abstract modified) 


003829 Haycock, Dean A.; Patrick, Robert L. Patrick: Box G., 
Brown University, Providence, RI 02912 Catecholamine synthe- 
sis regulation in hypothalamic synaptosomes. (Unpublished paper). 
Research Report, NIMH Grant 5RO1-MH-31706, 1980. 34 p. 


To characterize the properties of synaptosomal catecholamine 
formation in a predominantly noradrenergic preparation, cate- 
cholamine synthesis in rat brain hypothalamic synaptosomes was 
studied. Kinetic analysis revealed an apparent km for tyrosine of 
2.5 micrometers and an apparent Vmax of 2.1 nmol/h/g. In the 
hypothalamus, norepinephrine-induced synthesis inhibition was 
reversed completely by preincubation with desipramine, a 
blocker of catecholamine uptake into noradrenergic tissue. Desi- 
pramine was relatively ineffective in the predominantly dopa- 
minergic striatum, indicating that most of the catecholamine 
synthesis observed in the hypothalamic synaptosomes was 
taking place in noradrenergic, as opposed to dopaminergic, ter- 
minals. Synthesis was stimulated about 30% in the hypothala- 
mus by elevated potassium, and this was antagonized markedly 
in a calcium free buffer and by the addition of tetraethylammon- 
ium chloride. Phenylethylamine compounds produced either 
stimulation (amphetamine) or inhibition (tyramine). The most ef- 
fective synthesis stimulator was dibutyryl cyclic AMP. Lower- 
ing the pH of the incubation buffer increased the basal rate but 
decreased the stimulatory response to elevated potassium. These 
data suggest that synaptosomal preparations for the hypothala- 
mus are useful in studying drug effects on catecholamine synthe- 
sis in noradrenergic terminals. 24 references. (Author abstract 
modified) 


003830 Hays, Sally E.; Poland, Russell E.; Rubin, Robert T. 
Rubin: Division of Biological Psychiatry, Dept. of Psychiatry, 
Harbor-CLA Medical Center, Torrance, CA 90509 Prolactin re- 
leasing potencies of antipsychotic and related nonantipsychotic 
compounds in female rats: relation to clinical potencies. Journal 
of Pharmacology and and Experimental Therapeutics. 
214(2):362-367, 1980. 


The relationship between the clinical potency and ability to 
release prolactin in female rats was investigated in various antip- 
sychotic and related nonantipsychotic drugs. Prolactin response 
to various intraperitoneal doses of nine antipsychotic and related 
nonantipsychotic compounds indicate that at doses of 50mg/kg 
or less, all drugs stimulated prolactin release into sera. The rank 
order of prolactin stimulation did not agree entirely with the 
ranking of relative antipsychotic potency of the compounds. 
The relations between prolactin stimulating potency and report- 
ed clinical potency was improved by comparing drugs within 
the same chemical classification. Reduced haloperidol, a major 
metabolite of haloperidol, was one fourth as potent as haloperi- 
dol in stimulating prolactin release, suggesting that the potential 
antipsychotic activity of reduced haloperidol should be investi- 
gated. 36 references. (Author abstract modified) 


003831 Heikkila, John J.; Brown, Ian R. Brown: Dept. of Zoo- 
logy, Scarborough College, University of Toronto, West Hill, 
Ontario MIC 1A4, Canada Comparison of the effect of intrave- 
nous administration of d-lysergic acid diethylamide on free and 
membrane-bound polysomes in the rabbit brain. Journal of Neur- 
ochemistry. 36(3):1219-1228, 1981. 


Intravenous administration of d-lysergic acid diethylamide 
(LSD) to male New Zealand white rabbits resulted in disaggre- 
gation of free and membrane bound polysomes. Free polysomes 
were more sensitive than membrane bound polysomes to the 

. The degree of brain polysome shift was correlated with 
the extent of LSD-induced hyperthermia, and disaggregation 
was not observed when LSD-induced hyperthermia was pre- 
vented by maintaining the animals at 4 degrees. Induction of hy- 
perthermia by elevation of ambient temperature also resulted in 
a shift in free and membrane bound polysomes. The disaggrega- 
tion of polysomes to monosomes was not caused by ribonu- 
clease activation. During polysome disaggregation, polyadeny- 
lated messenger RNA associated with free and membrane bound 
polysomes was relocalized from polysomes to monosomes. 57 
references. (Author abstract modified) 


Heikkila, John J.; Cosgrove, James W.; Brown, Ian R. 
Brown: Dept. of Zoology, Scarborough College, University of 
Toronto, West Hill, Ontario, MIC 1A4, Canada Cell-free trans- 
lation of free and membrane-bound polysomes and polyadenylated 
mRNA from rabbit brain following administration of d-lysergic 
acid diethylamide in vivo. Journal of Neurochemistry. 36(3):1229- 
1238, 1981. 


Free and membrane bound polysomes and polyadenylated 
messenger RNA (mRNA) isolated from male New Zealand 
rabbit brain were translated in an mRNA dependent rabbit reti- 
culocyte lysate system. Electrophoretic analysis of the cell free 
translation products indicate that most of the nascent proteins 
were common to free and membrane bound polysomes, but 
some qualitative and quantitative differences were observed. 
Compared with results obtained with purified polyadenylated 
mRNA, the addition of intact polysomes to the cell free transla- 
tion assay was more efficient and produced higher molecular 
weight products. After hyperthermia induced by elevated ambi- 
ent temperature products of free and membrane bound poly- 
somes included a new 74K protein. 36 references. (Author ab- 
stract modified) 


003833 Herkenham, Miles. Laboratory of Neurophysiology, 
NIMH, Bethesda, MD 20205 Anesthetics and the habenulo-inter- 
peduncular system: selective sparing of metabolic activity. Brain 
Research. 210(1-2):461-466, 1981. 


Regional localization of brain metabolism by 
(14C)deoxyglucose during anesthesia in male Sprague-Dawley 
rats showed that pentobarbital, ether, and chloral hydrate re- 
duced deoxyglucose uptake in most neuronal regions. However, 
metabolism was unaltered or increased in the medial habenula, 
interpeduncular nucleus, and habenulointerpeduncular tract. 
Prior destruction of afferent inputs abolished the selective meta- 
bolic sparing in the habenulointerpeduncular system during 
-= hydrate anesthesia. 13 references. (Author abstract modi- 


003834 Hermann, A. University of Konstanz, Fakultat fur Bio- 
logie, D-7750 Konstanz, West Germany Caffeine blocks the de- 
layed K outward current of molluscan neurons. Brain Research. 
211(2):480-484, 1981. 


Extracellular application of caffeine inhibited the delayed po- 
tassium (K) outward current of Aplysia neurons in a dose de- 
pendent manner without changing the kinetics. Half maximal 
blockade was obtained 1 to 2 minutes after application of 16mM 
caffeine. Intracellular injection of caffeine had an almost imme- 
diate blocking effect. Results suggest that the blocking site is on 
or close to the inner surface of the cellular membrane. 23 refer- 
ences. (Author abstract modified) 


003835 Hersh, Louis B. Dept. of Biochemistry, University of 
Texas Health Science Center, 5323 Harry Hines Boulevard, 


Psychopharmacology Abstracts 


Dallas, TX 75235 Inhibition of aminopeptidase and acetylcholin- 
esterase by puromycin and puromycin analogs. Journal of Neuro- 
chemistry. 36(4):1594-1596, 1981. 


Puromycin analogs in which the o-methyl-L-tyrosine mviety 
was substituted by a number of amino acids were examined as 
inhibitors of the puromycin sensitive rat brain aminopeptidase 
and bovine erythrocyte acetylocholinesterase. In the case of the 
aminopeptidase, the structure and stereochemistry of the amino 
acid substituent were important factors in determining inhibitor 
effectiveness. In the case of the acetylcholinesterase reaction, 
the aminonucleoside of puromycin was nearly as effective an in- 
hibitor as puromycin itself, with little effect dependent on the 
nature of stereochemistry of the amino acid. 19 references. 
(Author abstract) 


003836 Hertz, L.; Richardson, J. S.; Mukerji, S. Dept. of Phar- 
macology, University of Saskatchewan, Saskatoon, Saskatch- 
ewan, Canada S7N OWO Doxepin, a tricyclic antidepressant, 
binds to normal, intact astroglial cells in cultures and inhibits the 
isoproterenol-induced increase in cyclic AMP production. Canadi- 
an Journal of Physiology and Pharmacology. 58(12):1515-1519, 
1980. 


The binding of doxepin, a tricyclic antidepressant which is 
not a potent inhibitor of either monoamine uptake or monoa- 
mine oxidation, to normal, intact astroglial cells in cultures was 
examined. Doxepin binding to intact astrocytes in primary cul- 
tures is competitively displaceable by excess cold doxepin. The 
binding is pronounced (Bmax = 27nmol/mg protein), but the 
affinity is rather low (KD = 20mcM). The binding is inhibited 
by other antidepressants (amitriptyline, desipramine, tranylcy- 
promine, iprindole) and propranolol, but not by isoproterenol. 
Doxepin effectively counteracts the increase in the production 
of cyclic AMP evoked by isoproterenol. 21 references. (Author 
abstract modified) 


003837 Herz, A.; Duka, T.; Gramsch, C.; Hollt, V.; Osborne, 
H.; Przewlocki, R.; Schulz, R.; Wuster, M. Dept. of Neurophar- 
macology, Max-Planck-Institut fur Psychiatrie, D-8000 Mun- 
chen 40, West Germany Pharmacologic manipulation of brain 
and pituitary endorphin content and release. Advances in Bio- 
chemical Psychopharmacology. 22:323-333, 1980. 


Studies involving pharmacologic manipulation of brain and 
pituitary endorphin content and release are described. These in- 
clude: in vitro experiments concerning the mechanism of release 
and the possible modulation by drugs at the cellular level; and 
in vivo experiments with acute and chronic drug administration. 
Benzodiazepines induced opposite changes in the enkephalin 
levels in the striatum and in the hypothalamus in vivo, but not 
in vitro. It is noted that although drug treatment may be used as 
a tool to manipulate endorphin levels, in most cases these 
changes are not linked with gross behavioral alterations. Meth- 
odological implications are discussed. 34 references. 


003838 Hevor, Tobias; Gayet, Jacques. Gayet: Laboratoire de 
Physiologie Generale, Universite de Nancy I, C.O. 140, F-54037 
Nancy Cedex, France Stimulation of fructose-1,6-biphosphatase 
activity and synthesis in the cerebral cortex of rats submitted to 
the convulsant methionine sulfoximine. Journal of Neuroche- 
mistry. 36(3):949-958, 1981. 


The effect of the convulsant methionine sulfoximine (MSO) 
on fructose-1,6-biphosphatase (FBPase) activity in male Spra- 
gue-Dawley rat cerebral cortex was examined. FBPase from 
cortex was purified by substrate elution from phosphocellulose 
followed by Sephadex-G-200 column filtration. Expressed as 
memol fructose-1,6-biphosphate hydrolyzed per gram brain 
tissue wet weight per minute, FBPase activity doubled 24 hours 


VOLUME 19, NO. 4 


after i.p. injection of 100mg/kg MSO. The rate of incorporation 
of (1-14C)valine into brain FBPase showed an even larger in- 
crease. The number of immunotitrable FBPase molecules also 
increased after MSO, due to an increase in the synthesis of the 
enzyme. 47 references. (Author abstract modified) 


003839 Hill, D. R.; Bowery, N. G. Dept. of Pharmacology, St. 
Thomas’s Hospital Medical School, London SE1 7EH, England 
3H-baclofen and 3H-GABA bind to _bicuculline-insensitive 
GABAB sites in rat brain. Nature 290(5802):149-152, 1981. 


The high affinity saturable binding of 3H-baclofen and 3H- 
GABA to the bicuculline insensitive GABAB site in rat brain is 
reported. It is noted that the presence of a novel receptor for 
the neurotransmitter GABA on peripheral autonomic nerve ter- 
minals and in mammalian brain slices has been described recent- 
ly. This receptor differs from the classical GABA site as it is 
unaffected by recognized GABA antagonists such as bicuculline 
and is not sensitive to the majority of accepted GABA mimetics 
such as 3-aminoprop Iphonic acid or isoguvacine. It is pro- 
posed that the classical site be designated GABAA and the 
novel site as the GABAB receptor. Results support the concept 
of a novel GABA receptor within the mammalian brain and 
show that GABA and baclofen can compete for the same recog- 
nition site. 20 references. (Author abstract modified) 


003840 Hiller, Jacob M.; Simon, Eric J. Dept. of Psychiatry, 
New York University Medical Center, New York, NY 10016 
Specific, high affinity (3H)ethylketocyclazocine binding in rat 
central nervous system: lack of evidence for kappa receptors. 
Journal of Pharmacology and Experimental Therapeutics. 
214(3):516-519, 1980. 


The binding properties and distribution of the tritiated benzo- 
morphan, (3H)ethylketocyclazocine, were studied in rat CNS. 
Specific binding was saturable and represented 75% to 90% of 
total binding. Scatchard analysis was consistent with the exist- 
ence of two classes of binding sites with Kd values of 0.5nM 
and 10.5nM, respectively. Ethylketocyclazocine binding was in- 
creased in the presence of sodium chloride. This characteristic 
resembles that of opiate antagonists rather than that of other 
agonists. The distribution of binding in rat CNS followed close- 
ly that seen with other opiate ligands. The ICSO values of var- 
ious opioid agonists and antagonists for competition with 
(3H)ethylketocyclazocine correlated well with their IC50 values 
for competition with (3H)naloxone. This evidence does not lend 
support to the existence of a separate kappa receptor in rat 
CNS. 23 references. (Author abstract) 


003841 Hillier, Keith; Templeton, Wilma W. Southampton Uni- 
versity, Medical & Biological Sciences Bldg., Bassett Crescent 
East, Southampton S09 3TU, England Regulation of noradrena- 
line overflow in rat cerebral cortex by prostaglandin E2. British 
Journal of Pharmacology. 70(3):469-473, 1980. 


The effects of prostaglandin (PG) and PG inhibitors on the 
potassium evoked overflow of 3H-noradrenaline (3H-NA) from 
female Wistar rat cerebral cortex slices were examined. Evoked 
overflow was reduced by PGE2 and increased by the PG syn- 
thesis inhibitor indomethacin or the PG receptor antagonist SC- 
19220. The inhibition of 3H-NA overflow by PGE2 was dose 
dependently antagonized by SC-19220. Results indicate that 
PGE2 modulates NA release in rat cerebral cortex in vitro. 27 
references. (Author abstract modified) 


003842 Hinoki, M.; Nakanishi, K.; Ito, S. Dept. of Otolaryngo- 
logy, Faculty of Medicine, Kyoto University, Sakyo-ku, Kyoto, 
Japan, 606 Nystagmic responses of hippocampal origin with refer- 
ence to excitability of cholinergic and adrenergic components in- 
volved in the hippocampus of rabbits. Agressologie. 20(1):11-18, 
1979. 


Using chemical substances relevant to neurotransmission 
the central nervous system, nystagmic responses of hippocampal 
origin were studied in rabbits. Adrenaline or carbachol at a rate 
of .00S5Smg/kg of bodyweight was injected into the brain. 
Changes in reaction to the substances were examined before and 
after repeated electric stimulation of the brain. Results show 
two types of nystagmic responses of hippocampal origin, 
prompt and delayed. The former type of response is elicited 
soon after injection of carbachol into the hippocampus of a 
normal rabbit. The prompt response is a horizontal nystagmic 
response directed to the side of the injection and is accompanied 
by an EEG arousal state. The latter type of nystagmic response 
is a horizontal response directed to the right and the left, and it 
appears with rather long latency. The delayed response is elicit- 
ed in a normal rabbit on the basis of a rebound in the EEGs, 
brought about by injection of carbachol into the hippocampus; 
it is also elicited in rabbits with repeated electric stimulations of 
the hippocampus on the basis of a rebound in the EEGs, 
brought about by injection of adrenaline into the same brain. 
Repeated electric stimulations of the hippocampus results in al- 
terations of the two kinds of nervous components described 
above. Thus, after electric stimulation, the two types of nystag- 
mic responses barely can be induced with an injection of carba- 
chol. In contrast, nystagmic response of the delayed type is 
easily induced with an injection of adrenaline. 7 references. 
(Journal abstract modified) 


003843 Hirai, K.; Koketsu, K. Dept. of Physiology, Kurume 
University School of Medicine, Kurume 830, Japan Presynaptic 


regulation of the release of acetylcholine by 5-hydroxytryptamine. 
British Journal of Pharmacology. 70(3):499-500, 1980. 


The effect of 5-hydroxytryptamine (5-HT) on the release of 
acetylcholine (ACh) from bullfrog sympathetic preganglionic 
nerve terminals and frog sciatic nerve terminals was studied 
with intracellular microelectrodes. Low concentrations of 5-HT 
(1 to 30 mcM) facilitated ACh release, but higher concentra- 
tions of 5-HT (100 to 1000 mcM) depressed ACh release at pre- 
ganglionic and motor nerve terminals. Results suggest that 5-HT 
may play a role in regulating cholinergic transmission in gener- 
al. 3 references. (Author abstract modified) 


003844 Hirsch, James D. Dept. of Biological Research, G. D. 
Searle & Co., P.O. Box 5110, Chicago, IL 60680 Regional 
changes in (3H)diazepam binding in the brains of mice after re- 
moval of the olfactory bulbs. Experimental Neurology. 72(1):91- 
98, 1981. 


(3H)Diazepam binding was assayed 3 weeks after surgery in 
13 brain regions derived from sham operated and bilaterally ol- 
factory bulbectomized mice. In  bulbectomized mice, 
(3H)diazepam binding was elevated 30% in the frontal cortex 
and 24% in the thalamus but decreased 26% in the striatum and 
28% in the midbrain. These changes represent alterations in the 
number of binding sites. No binding changes were observed in 
the olfactory tubercle, amygdala, piriform cortex, olfactory pe- 
duncle, hypothalamus, hippocampus, colliculi, cerebellum, or 
pons/medulla of bulbectomized animals. These results are com- 
pared with the effects of other types of brain lesions on the 
brain benzodiazepine receptor, and are possibly related to the al- 
tered sensitivity of bulbectomized mice to benzodiazepines and 
convulsants. 30 references. (Author abstract) 


003845 Hoffman, W. E.; Weet, J. F.; Phillips, M. I.; Schmid, P. 
G. Dept. of Medical Physiology, Texas A&M University, Col- 
lege Station TX 77843 Central effects of angiotensin II in water 
and saline loaded rats. Neuroendocrinology. 28:289-296, 1979. 


Experiments were performed to evaluate the role of antidiu- 
retic hormone (ADH) release versus neurogenic mechanisms in 


the antidiuretic responses to intracerebroventricular (IVT) an- 
giotensin II (AII) injections. Median eminence lesions used to 
block ADH release abolished antidiuretic effects but only at- 
tenuated pressor responses to IVT AII infusions. Pretreatment 
with an intravenous infusion of ADH antibody had a similar 
effect. Central administration of AII in water and saline loaded 
rats produced no change in effective renal plasma flow or glo- 
merular filtration rate. Natriuretic and kaliuretic responses to 
IVT AII injections were similar to those observed in intrave- 
nous ADH infusions. These data are consistent with the sugges- 
tion that antidiuresis and osmotic excretion observed after IVT 
All injections in rats are the result of ADH release, and that 
neurogenic mechanisms play a greater role in the blood pressure 
but not in the antidiuretic responses. (Journal abstract modified) 


003846 Hollt, V.; Haarmann, I.; Przewlocki, R.; Jerlicz, M. 
Dept. of Neuropharmacology, Max-Planck-Institut fur Psychia- 
trie, D-8000 Munchen 40, West Germany Long-term treatment 
of rats with morphine decreases in vitro biosynthesis in and re- 
lease of beta-endorphin from intermediate/posterior lobes of pitu- 
itary. Advances in Biochemical Psychopharmacology. 22:399- 
407, 1980. 


The effects of long-term treatment of rats with morphine on 
in vitro biosynthesis in and release of beta-endorphin from inter- 
mediate/posterior lobes of pituitary were investigated. The ex- 
perimental system of isolated rat intermediate/posterior lobes in 
vitro allowed for simultaneous investigation of beta-endorphin 
release, synthesis of its precursor molecule, and the processing 
of this precursor into beta-lipotropin and beta-endorphin. The 
decreased in vitro release of beta-endorphin observed is indica- 
tive that the depressed levels of beta-endorphin in the intermedi- 
ate/posterior lobes seen following long-term morphine treat- 
ment are probably not due to an increased release. In addition 
to a decreased biosynthesis of beta-endorphin, the data indicate 
a slight delay in the posttranslational processing of the precursor 
into beta-lipotropin and beta-endorphin in the pituitary lobes of 
the morphinized rats. Results are discussed in relation to mecha- 
nisms of opiate addiction. 16 references. 


003847 Holmstedt, Bo; Nordgren, Ingrid. Swedish Medical Re- 
search Council, Karolinska Institutet, Stockholm, Sweden Stable 
isotopes used in studies of metrifonate. In: Klein, E. Stable iso- 
topes. New York, Academic Press, 1979. (p. 443-451). 


The transformation of metrifonate in vivo by the use of stable 
isotopes was examined. Chemical formation of dichlorvos (2,2- 
dichlorovinyl dimethyl phosphate) was found to occur in mouse 
brain after i.p. injection of metrifonate. A mass fragmentogra- 
phic technique was used. Different isotopic variants were used 
both as internal standards and to compensate for dichlorvos 
formed during the workup procedure. The dichlorvos formed in 
vivo was found to have its maximal concentration a few minutes 
after the maximum of the metrifonate itself. It is concluded that 
metrifonate acts as a slow release formulation in the body giving 
rise to dichlorvos nonenzymatically. This circumstance at least 
partly explains its efficacy in the treatment of schistosomiasis. 22 
references. (Author abstract modified) 


003848 Honore, Tage; Lauridsen, Jorn; Krogsgaard-Larsen, 
Povl. Royal Danish School of Pharmacy, Dept. of Chemistry 
BC, Universitetsparken 2, DK-2100 Copenhagen O, Denmark 
Thotenic acid analogues as inhibitors of (3H)glutamic acid binding 
to cerebellar membranes. Journal of Neurochemistry. 36(3):1302- 
1304, 1981. 


The binding of L-(3H)glutamic acid to Sprague-Dawley rat 
cerebellar membranes prepared with or without preincubation at 
37 degrees followed by washing was studied. The specificity of 
the binding of ibotenic acid analogues did not differ in the two 
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preparations. The order of potency of ibotenic acid analogues as 
inhibitors of L-(3H)glutamic acid binding differed from that 
found in vivo, suggesting the binding sites differ from the phys- 
iological glutamic acid receptor. 18 references. (Author abstract 
modified) 


003849 Hosford, David A.; Haigler, Henry J. Dept. of Pharma- 
cology, Emory University, Atlanta, GA 30322 Morphine and 
methionine-enkephalin: different effects on spontaneous and 
evoked neuronal firing in the mesencephalic reticular formation of 
the rat. Journal of Pharmcology and Experimental Therapeutics. 
213(2):355-363, 1980. 


The effects of morphine and methionine-enkephalin (met-enk) 
on spontaneous neuronal firing and on firing evoked by a noci- 
ceptive stimulus (evoked firing) were investigated via microion- 
tophoretic techniques. Morphine and met-enk produced one of 
the three following patterns of effects on single units in the me- 
sencephalic reticular formation: 1) morphine but not met-enk 
blocked evoked firing; 2) met-enk but not morphine blocked 
evoked firing; and 3) both morphine and met-enk blocked 
evoked firing. There appear to be differences in cell size and lo- 
cation which are associated with different effects of the drugs. 
The difference in the effects of the drugs on evoked firing 
cannot be explained by differences in transport number, diffu- 
sion, or degradation of the drugs, nor by different locations of 
the drug ejection barrels. Naloxone, administered intravenously 
or microiontophoretically, antagonized the drug-induced block- 
ade. The effects of morphine and met-enk on spontaneous firing 
did no correlate with their effect on evoked firing. Further- 
more, in the majority of cases, the effects of morphine and met- 
enkephalin on spontaneous firing were not the same. These data 
indicate that there may be more than one type of opiate recep- 
tor in the mesencephalic reticular formation. 34 references. 
(Author abstract modified) 


003850 Hotchkiss, Adair J.; Gibb, James W. Gibb: Dept. of 
Biochemical Pharmacology and Toxicology, University of Utah, 
Salt Lake City, UT 84112 Long-term effects of multiple doses of 
methamphetamine on tryptophan hydroxylase and tyrosine hy- 
droxylase activity in rat brain. Journal of Pharmacology and Ex- 
perimental Therapeutics. 214(2):257-262, 1980. 


The long-term effects of multiple doses of methamphetamine 
(METH) on tryptophan hydroxylase (TPH) and tyrosine hy- 
droxylase activity in rat brain were investigated. TPH activity 
was measured in various rat brain regions after administering 
large doses of METH. After four sequential doses of METH, 
given every 6 hours, TPH activity was decreased in both the 
neostriatum and hippocampus. The depression of enzyme activi- 
ty persisted for at least 30 days. When compared with the de- 
pression of neostriatal tyrosine hydroxlyase activity, the depres- 
sion of neostriatal and hippocampal TPH activity occurred 
sooner and was more pronounced. The depression of TPH ac- 
tivity was dependent on the number of doses and the amount of 
drug administered. Agents which prevent the METH-induced 
decrease of neostriatal tyrosine hydroxylase activity, i.e., halo- 
peridol, alpha-methyl-p-tyrosine, and GABA transaminase in- 
hibitors, also prevented the decrease in TPH activity caused by 
METH. In addition, fluoxetine, an inhibitor of 5-hydroxytrypta- 
mine reuptake, prevented the METH-induced decrease in neos- 
triatal and hippocampal TPH activity but did not alter the de- 
crease in neostriatal tyrosine hydoxylase activity. 20 references. 
(Author abstract modified) 


003851 Hunt, P.; Clements-Jewery, S. Centre de Recherches 
Roussel-Uclaf, F-93230 Romainville, France A steroid derivative, 
R 5135, antagonizes the GABA/benzodiazepine receptor interac- 
tion. Neuropharmacology. 20(4):357-361, 1981. 
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The steroid derivative R-5135 (3alpha-hydroxy-16-imino- 
Sbeta-17-aza-androstan-11l-one) showed high affinity for GABA 
and glycine receptors in vitro and displaced 3H-diazepam bind- 
ing from the benzodiazepine receptor in male Sprague-Dawley 
rat cortical membranes. The high affinity component of R-5135 
inhibition disappeared when endogenous GABA was reduced 
by extensive washing of the membrane preparation and reap- 
peared when GABA was reintroduced. R-5135 was 500 times 
more active than was bicuculline as an antagonist of GABA 
stimulation of 3H-diazepam binding. 23 references. (Author ab- 
stract modified) 


003852 Hussein, L.; Goedde, H. W. Goedde: Institut fur Hu- 
mangenetik, Universitat Hamburg, Butenfeld 32, D-2000 Ham- 
burg 54, West Germany Studies on the kinetic properties of tryp- 
tophan hydroxylase of rabbit mesencephalon and pons medulla: 
effect of long-term treatment with neuroleptics and antidepres- 
sants. Arzneimittel-Forschung. 30(10):1704-1708, 1980. 


Tryptophan hydroxylase activity was measured in mesence- 
phalon and pons medulla of rabbits receiving reserpine or other 
neuroleptics which are chemically related to phenothiazines 
(chlorpromazine), dibenzothiazepine (imipramine), dibenzobicy- 
clooctadiene (maprotiline), dibenzothiepines (methiothepin), bu- 
tyrophenones (haloperidol), and tetrahydroisoquinolines (nomi- 
fensine). Chronic intramuscular administration of imipramine 
and nomifensine increased the affinity of mesencephalic trypto- 
phan hydroxylase for tryptophan. The injection of chlorproma- 
zine increased the enzyme activity significantly in comparison to 
control values. 24 references. (Author abstract) 


003853 Huth, P. J.; Schmidt, M. J.; Hall, P. V.; Fariello, R. G.; 
Shug, A. L. Shug: Metabolic Research Laboratory, William S. 
Middleton Memorial Veterans Hospital, 2500 Overlook Terrace, 
Madison, WI 53705 The uptake of carnitine by slices of rat cere- 
bral cortex. Journal of Neurochemistry. 36(2):715-723, 1981. 


The properties of carnitine uptake were studied in male 
Holtzman rat brain slices. Results were consistent with the pres- 
ence of a relatively low affinity, high capacity, active transport 
system associated with the plasma membrane. L-carnitine uptake 
was competitively inhibited by GABA, suggesting that the two 
compounds may interact at a common carrier site and that car- 
nitine may modulate GABA transport. Carnitine uptake was 
sodium dependent, but did not require potassium or calcium 
ions. 41 references. (Author abstract modified) 


003854 Hwang, Eunyong Chung; Van Woert, Melvin H. Dept. 
of Neurology, Mount Sinai School of Medicine, Fifth Ave. and 
100th St., New York, NY 10029 Comparative effects of substitut- 
ed phenylethylamines on brain serotonergic mechanisms. Journal 
of Pharmacology and Experimental Therapeutics. 213(2):254- 
260, 1980. 


A series of substituted phenylethylamines were examined for 
their relative potencies to: 1) release and inhibit accumulation of 
labeled serotonin in brain synaptosomes; 2) complete with sero- 
tonin receptor binding; and 3) induce the serotonin syndrome in 
mice. In general, the relative potencies of the phenylethylamine 
derivatives to procude the serotonin syndrome in mice. In gen- 
eral, the relative potencies of the phenylethylamine derivatives 
to produce the serotonin syndrome did not correlate well with 
their effects on synaptosomal uptake or release or serotonin or 
serotonin receptor binding. However, para chloro substitution 
was more effective than meta or ortho chlorophenylethylamine 
and para methoxy substitution more effective than ortho meth- 
oxyphenylethylamine for (3H)serotonin uptake inhibition and re- 
lease and induction of the serotonin syndrome. The ability of 
phenylethylamine derivatives to _ release preferentially 
(3H)serotonin in vitro without damaging serotonin neurons and 


to consistently and rapidly produce the serotonin syndrome in 
vivo should make these compounds useful pharmacological 
tools for investigating brain serotonin matabolism. 26 references. 
(Author abstract modified) 


003855 Hyslop, Deborah K.; Taylor, Duncan P. Biologic Re- 
search, Mead Johnson Pharmaceutical Division, Evansville, IN 
47721 The interaction of trazodone with rat brain muscarinic cho- 
linoceptors. British Journal of Pharmacology. 71(2):359-361, 
1980. 


The muscarinic receptor binding of trazodone, a new nontri- 
cyclic antidepressant, was examined. Inhibition of 3H-quinucli- 
dinyl benzilate binding to washed membranes from male Spra- 
gue-Dawley rat hippocampus was used to estimate anticholino- 
ceptor activity. Trazodone was at least two orders of magnitude 
weaker than the tricyclic antidepressants, which possess from 
0.001 to 0.005 the potency of atropine in this assay. 10 refer- 
ences. (Author abstract modified) 


003856 Ichida, Seiji; Okada, Kozo; Terao, Motome. Dept. of 
Toxicology, Faculty of Pharmacy, Kinki University, Kowakae, 
Higashi-Osaka 577, Japan Effect of verapamil on 45Ca uptake by 
synaptosomes. Japanese Journal of Pharmacology. 30(2):207-211, 
1980. 


Verapamil and manganese ion (Mn) inhibited the uptake of la- 
beled calcium (45Ca) in male Sprague-Dawley synaptosomes in- 
cubated in a high potassium medium (60 mM), but not in a 
medium containing only 5 mM potassium. A decrease in the cal- 
cium concentration in the reaction medium from 1 mM to 0.1 
mM decreased the medium inhibitory concentration for Mn 
from 1.7 mM to 0.2 mM, but did not significantly alter inhibi- 
tion induced by verapamil. These findings indicate that verapa- 
mil and Mn act through different mechanisms to inhibit the po- 
tassium stimulated uptake of 45Ca. 18 references. (Author ab- 
stract modified) 


003857 ‘orio, Louis C.: Latranyi, Miklos; Heath, Eugene; Bar- 
nett, Allen. Biological Research, Schering Corp., Bloomfield, 
NJ 07003 Blockade by I-lysine of non-narcotic analgesics. Journal 
of Pharmacology and Experimental Therapeutics. 213(3):445- 
449, 1980. 


The antinociceptive effects of the nonnarcotic analgesics clon- 
ixin, flunixin, acetylsalicyclic acid, aminopyrine, and phenylbuta- 
zone in the male CD rat yeast paw test were blocked by I- 
lysine. Lysine did not alter plasma or brain levels of flunixin or 
the binding of flunixin to plasma protein. The I-lysine blockade 
was not altered by l-arginine or l-ornithine, which compete with 
l-lysine for a common transport system; this finding suggests the 
l-lysine blockade was predominantly peripheral. The 1-lysine 
blockade was not reversed by 5-hydroxytryptophan or fluoxe- 
tine, indicating the |-lysine blockade does not involve endog- 
enous serotonin. In contrast to its effect on nonnarcotic analge- 
sics, l-lysine potentiated the antinociceptive effects of morphine. 
17 references. (Author abstract modified) 


003858 Iwamoto, Edgar T. Dept. of Pharmacology, University 
of Kentucky, Lexington, KY 40536 Studies on axonal transport 
in dopaminergic neurons: effect of neuropharmacologic lesions. 
Life Sciences. 28(19):2179-2186, 1981. 


Axonal transport of tritiated protein to the nucleus accum- 
bens, olfactory tubercle, septal region, caudate nucleus, and hy- 
pothalamic region was studied in male Sprague-Dawley rats 
after unilateral injection of 3H-lysine into the substantia nigra. 
Results indicate that axonal transport of protein in dopamine 
containing systems is dependent upon the site of injection of la- 
beled precursor and the integrity of a 6-hydroxydopamine sensi- 


tive pathway. Transport was sensitive to inhibitors of microtu- 
bule assembly and protein synthesis but not to intrastriatal kainic 
acid lesions. 16 references. (Author abstract modified) 


003859 Jancso, Gabor; Kiraly, Elizabeth. Dept. of Anatomy, 
University Medical School, 6701 Szeged, P. O. B. 512, Hungary 
Sensory neurotoxins: 
primary sensory neurons. Brain Research. 210(1-2):83-89, 1981. 
Neonatal treatment with capsaicin or with some of its pun- 
gent congeners induced selective degeneration of type-B sensory 
ganglion cells in rats. The distribution pattern of axon terminal 
degeneration within the spinal cord and brainstem after high 
doses of capsaicin congeners was similar to that observed after 
capsaicin itself. The neurotoxic potency of capsaicin congeners, 
unlike their desensitizing activity, was closely related to the sen- 
sory irritant property of the compounds. It is suggested that the 
primary sensory neurons degenerating after neonatal administra- 
ro of these capsaicin congeners are substance-P containing pri- 
sensory neurons involved in the transmission of nocicep- 
tive 19 references. (Author abstract modified) 


003860 Jav, Jaak; Hedlund, Britta; Bartfai, Tamas. Dept. of Or- 

ganic Chemistry, Tartu University, Estonian SSR, USSR Iso- 
cameo of the muscarinic receptor-antagonist Journal 
of Biological Chemistry. 254(13):5595-5598, 1979. 


The mechanism of binding of two antagonists, 3-quinuclidiny] 
benzilate and N-methyl-4-piperidinyl benzilate, to the muscarinic 
receptor was studied. The pseudo first order rate constant of as- 
sociation showed a hyperbolic dependence on the concentration 
of the antagonist(s), indicating that the interaction involves two 
equilibria. The first binding equilibrium is reached rapidly and is 
characterized by dissociation constants 2.7n2M and 6.7 nM in 
phosphate buffer for 3-quinuclidinyl benzilate and N-methyl-4- 
piperidinyl benzilate, respectively. The first binding equilibrium 
is followed by a slower isomerization step of the receptor/an- 
tagonist complex. The equilibrium constants for the isomeriza- 
tion step of the complex for both ligands were about 0.15. The 
overall constant of binding obtained as the product of the above 
constants shows good agreement with the results of equilibrium 
binding studies. 14 references. (Author abstract) 


003861 Jensen, Robert A.; Martinez, Joe L., Jr.; McGaugh, 
James L.; Messing, Rita B.; Vasquez, Beatriz J. Dept. of Psy- 
chobiology, University of California, Irvine, CA 92664 The psy- 
chobiology of aging. In: Maletta, G.J.. The aging nervous 
system. New York, Praeger, 1980. (p. 110-125). 


The psychobiology of aging is examined in a report of re- 
search done with rats. The studies reviewed indicate that the 
memory deficits seen in aged animals are task specific and do 
not reflect generalized impairment, a finding in agreement with 
many studies conducted with aged humans. The impaired reten- 
tion seen in the inhibitory avoidance task in the old rats demon- 
strates either that the initial level of acquisition strength is lower 
in these animals or that their rate of forgetting is greater. The 
data also indicate that there is comparable CNS degeneration in 
rats and that the consequence of this destruction is a decrease in 
the capacity of neurons to interact with one another. The ap- 
pearance of these deficits is associated chronologically with 
both biochemical and behavioral changes. Basic age related dif- 
ferences in opiate receptor numbers and affinities that most 
probably relate in some way to the behavioral changes in the 
aged are noted. Relationships between the pharmacological basis 
of action of a drug and its neural substrate are related to behav- 
ioral differences between young and aged animals. 54 refer- 
ences. 


003862 Jhamandas, K.; Elliott, J. Dept. of Pharmacology, Fac- 
ulty of Medicine, Queen’s University, Kingston, Ontario, 


induced selective destruction of 
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Canada K7L 3N6 Investigation of action of enkephalin on the 
spontaneous and evoked release of acetylcholine from rat cortical 
and striatal slices. British Journal of Pharmacology. 71(1):211- 
217, 1980. 


The effects of two synthetic enkephalins, D-Ala2-Met5-enke- 
phalinamide (DALA) and D-Ala2-MePhe4-Met5-(O)-ol-enke- 
phalin (33,824), on the spontaneous and stimulated release of 
acetylcholine (ACh) from male Sprague-Dawley rat cortical and 
striatal slices were studied. Spontaneous cortical ACh release 
was moderately increased by DALA, but not by 33,824. Neither 
enkephalin affected the release of cortical ACh induced by high 
potassium (25mM) or veratridine (20mcM). DALA had no 
effect on spontaneous ACh release from striatal slices or on 
striatal ACh release in the presence of potassium (25mM), vera- 
tridine (SmcM), or ouabain (10mcM); 33,824 slightly enhanced 
veratridine evoked release, but had no other effects on striatal 
ACh release. It is suggested that enkephalins have no significant 
action on ACh release from the cortex or striatum in vitro; their 
action on cortical ACh release in vivo may be exerted at a sub- 
cortical level. 25 references. (Author abstract modified) 


003863 Jhamandas, Khem; Sutak, Maaja. Dept. of Pharmacol- 
ogy, Queen’s University, Kingston, Ontario, Canada K7L 3N6 
Action of enkephalin analogues and morphine on brain acetylcho- 
line release: differential reversal by naloxone and an opiate penta- 
peptide. British Journal of Pharmacology. 71(1):201-210, 1980. 


Intraventricular administration of Met-enkephalin, Leu-enke- 
phalin, D-Ala2-MetS-enkephalinamide (DALA) or D-Ala2-D- 
LeuS-enkephalin (DALEU) produced a dose related inhibition 
of cortical acetylcholine (ACh) release in Sprague-Dawley rats 
in vivo. Met-enkephalin and Leu-enkephalin were similar in po- 
tency and time course; DALA and DALEU were more potent 
and had longer durations of action. Systemic injection of D- 
Met2-Pro5-enkephalinamide and D-Ala2-MePhe4-Met5(0)-ol-en- 
kephalin produced a sustained inhibition of cortical ACh re- 
lease. Systemic administration of naloxone reversed the effects 
of the enkephalins and their analogues, but D-Met2-Pro5-enke- 
phalinamide was relatively resistant to naloxone. Intraventricu- 
lar doses of D-Ala2-D-Ala3-MetS-enkephalinamide (TAAPM) 
that did not influence basal ACh release were able to block or 
reverse the inhibitory effect of morphine on ACh release. 
TAAPM did not block the effect of chlorpromazine under simi- 
lar conditions and failed to reverse the inhibition of ACh release 
induced by systemically injected D-Met2-ProS-enkephalinamide. 
Results suggest that enkephalinergic and cholinergic mecha- 
nisms may interact in the CNS. 25 references. (Author abstract 
modified) 


003864 Jiang, Z. G.; Chelack, B. J.; Phillis, J. W. Dept. of 
Physiology, College of Medicine, University of Saskatchewan, 
Saskatoon, Saskatchewan, Canada S7N OWO Effects of mor- 
phine and caffeine on adenosine release from rat cerebral cortex: 
is caffeine a morphine antagonist. Canadian Journal of Physiol- 
ogy and Pharmacology. 58(12):1513-1515, 1980. 


The effects of caffeine on the morphine evoked purine release 
from rat cerebral cortex were investigated. Morphine enhances 
the efflux of labeled adenosine and its derivatives from the rat 
cerebral cortex. Caffeine does not alter either basal purine efflux 
rates or the enhanced efflux elicited by morphine. Therefore, 
the antagonism by caffeine of morphine evoked inhibition of 
acetylcholine (ACh) release from the cerebral cortex is unlikely 
to be the result of an action of caffeine on the opiate receptor. It 
is suggested that the caffeine effect is due to an antagonism of 
the inhibitory effect of released adenosine on ACh release. 
Thus, the depression of ACh release by morphine may involve a 
purinergic step. 10 references. (Author abstract modified) 
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003865 Jobe, Phillip C.; Brown, R. Don; Dailey, John W. 
Dept. of Pharmacology and Therapeutics, Louisiana State Uni- 
versity School of Medicine, P.O. Box 33932, Shreveport, LA 
71130 Effect of Ro 4-1284 on audiogenic seizure susceptibility 
and intensity in epilepsy-prone rats. Life Sciences. 28(18):2031- 
2038, 1981. 


The effects of CNS monoamine depletion on audiogenic seiz- 
ure (AGS) susceptibility and intensity were studied in two types 
of Sprague-Dawley derived rats: 1) the progeny of a nonsuscep- 
tible strain (controls); and 2) the nonsusceptible progeny of epi- 
lepsy prone (audiogenic seizure susceptible) parents (NSPSP). 
Forty five minutes after injection of the benzoquinolizine Ro 4- 
1284, a significant fraction of the NSPSP developed AGS sus- 
ceptibility, whereas the incidence in control Ss was not signifi- 
cant. AGS intensity was also significantly elevated 45 minutes 
and 19 days following Ro 4-1284 administration in NSPSP. In 
control Ss, there was a smaller, but significant elevation of seiz- 
ure intensity only at the earlier time period. Both types of rats 
exhibited marked depletion of norepinephrine (NE) and 5-hy- 
droxytryptamine (5-HT) in all six areas of CNS examined. In 
the NSPSP, a significant incidence of seizure susceptibility was 
retained as long as 19 days after Ro 4-1284 administration, de- 
spite the complete depletion of monoamine stores. These obser- 
vations suggest that CNS monoaminergic neurons function as 
determinants of AGS susceptibility and AGS intensity in ani- 
mals which also carry some other genetically determined sus- 
ceptibility factor(s). 17 references. (Author abstract modified) 


003866 Johnson, Robert G.; Carty, Sally E.; Scarpa, Antonio. 
Scarpa: B-501 Richards Building, Dept. of Biochemistry and 
Biophysics, University of Pennsylvania, Philadelphia, PA 19104 
Accumulation of amantadine by isolated chromaffin granules. Bio- 
chemical Pharmacology. 30(7):763-769, 1981. 


The accumulation of amantadine and the effect of this phar- 
macologic amine upon the magnitude of the transmembrane 
proton gradient (delta pH) and of the transmembrane potential 
gradient (delta psi) were investigated in bovine adrenal chromaf- 
fin granules isolated in isotonic sucrose. The addition of amanta- 
dine to well buffered suspensions of granules at pH 7.0 resulted 
in a dose related alkalinization of the granule interior. Similar 
results were obtained with equivalent external concentrations of 
ammonia. When the time resolved influx of labeled amines into 
the granules was studied radiochemically, using low external 
amine concentrations, the accumulation of (3H)amantadine was 
quite similar to that of (14C)methylamine with regard to rate 
and extent over a wide range of magnitudes of the transmem- 
brane proton gradient. Unlike biogenic amine accumulation into 
the chromaffin granule, which is driven by both transmembrane 
proton and potential gradients, the accumulation of 
(3H)amantadine was not stimulated by the existence of a trans- 
membrane potential, nor was it inhibited by reserpine. More- 
over, low concentrations of amantadine did not competitively 
inhibit biogenic amine accumulation in the isolated granules. Re- 
sults indicate that amantadine can distribute across the mem- 
brane of chromaffin granules according to the magnitude of the 
endogenous delta pH, and suggest that in vivo amantadine may 
be concentrated and stored as a pharmacologic agent in amine 
containing granules. 25 references. (Author abstract modified) 


003867 Johnston, G. A. R.; Hailstone, M. H.; Freeman, C. G. 
Dept. of Pharmacology, University of Sydney, N. S. W. 2006, 
Australia Baclofen: stereoselective inhibition of excitant amino 
acid release. Journal of Pharmacy and Pharmacology. 32(3):230- 
231, 1980. 


The effects of baclofen on the release of labeled D-aspartate 
and GABA from rat cerebral cortex and cat spinal cord slices 
were examined. Results showed that (-)-baclofen (4mcM) inhib- 


ited the evolved release of preloaded 3H-D-aspartate by about 
50%; ()-baclofen was inactive at 4mcM and weakly potentiated 
D-aspartate release at 10mCM. Neither isomer altered the re- 
lease of 3H-GABA. 16 references. 


003868 Jones, Stephen W.; Sumikawa, Katumi. 146 Clark Hall, 
c/o Applied Physics, Cornell University, Ithaca, NY 14853 
Quinuclidinyl benzilate binding in house fly heads and rat brain. 
Journal of Neurochemistry. 36(2):454-459, 1981. 


The binding of 3-quinuclidinyl benzilate (QNB) to house fly 
heads was similar in affinity and pharmacology to that in rat 
brain. The house fly site bound (-)QNB preferentially, as do 
classic muscarinic receptors. The binding was sensitive to other 
muscarinic agonists and antagonists. Nicotinic drugs were no 
more effective on the house fly site than on the rat brain mus- 
carinic receptor. Results suggest that the house fly QNB site is a 
classic muscarinic acetylcholine receptor. 17 references. (Author 
abstract modified) 


003869 Juel, C. Zoophysiological Laboratory B, August Krogh 
Institute, 13 Universitetsparken, DK-2100 Copenhagen O, Den- 
mark Presynaptic modulation of synaptic transmission in Helix 
Pomatia: the effects of serotonin and dopamine antagonists. Neur- 
opharmacology. 20(4):323-326, 1981. 


Presynaptic serotonin (5-HT) and dopamine (DA) receptors 
in Helix pomatia were characterized. The 5-HT antagonists 
tryptamine, 7-methyltryptamine, morphine, atropine, and methy- 
sergide decreased transmitter mobilization; while 5-methoxy-gra- 
mine, a selective inhibitor of hyperpolarizing 5-HT responses, 
had no effect. The dopamine antagonists curare, chlorproma- 
zine, and haloperidol decreased transmitter mobilization, while 
ergometrine, flupenthixol, promthazine, and 6-hydroxydopamine 
induced a small increase. The use of the Helix nervous system in 
studies of the mechanism of action of antipsychotic drugs is dis- 
cussed. 21 references. (Author abstract modified) 


003870 Juorio, A. V. Psychiatric Research Division, University 
Hospital, Saskatoon, Saskatchewan, S7N OXO, Canada Effects 
of molindone and fluphenazine on the brain concentration of some 
phenolic and catecholic amines in the mouse and the rat. British 
Journal of Pharmacology. 70(3):475-480, 1980. 


Dopamine, 3,4-dihydroxyphenylacetic acid, homovanillic 
acid, p-tyramine, and m-tyramine concentrations were measured 
in the striatum of male Swiss mice and male Wistar rats after 
subcutaneous injection of molindone or fluphenazine. Low doses 
of molindone (1 to 10mg/kg) reduced striatal p-tyramine, in- 
creased m-tyramine, and increased dopamine turnover. Similar 
effects were seen after all doses of fluphenazine (0.1 to Smg/kg). 
A high dose of molindone (100mg/kg) had opposite effects on 
tyramines and dopamine metabolism. Higher doses of molindone 
(20 to 100mg/kg) also increased hypothalamic concentrations of 
p-octopamine and m-octopamine in mice. All doses of fluphena- 
zine reduced hypothalamic p-octopamine. Results suggest that 
molindone acts as a blocker or partial agonist of dopamine re- 
ceptor sites and support the proposed reciprocal relation be- 
tween dopamine and tyramine. 29 references. (Author abstract 
modified) 


003871 Kamata, Katsuo; Kamata, Michiru; Ino, Hiroya; Ka- 
meyama, Tsutomu. Dept. of Chemical Pharmacology, Faculty 
of Pharmaceutical Sciences, Meijo University, Nagoya 468, 
Japan Change in catecholamine-sensitive Na,K-ATPase activity in 
the rat striatum microsomes following electrolytic or 6-hydroxy- 
dopamine-induced lesions of dopaminergic neurons. Japanese 
Journal of Pharmacology. 30(3):401-404, 1980. 


Sodium and potassium stimulated adenosine triphosphatase 
(NA,K-ATPase) activity was measured in the striatum of male 
Wistar rats with unilateral lesions of the left substantia nigra 
made by microinjection of 6-hydroxydopamine or by electrolyt- 
ic coagulation. Striatal Na,K-ATPase activity was markedly en- 
hanced by dopamine or norepinephrine; isoproterenol was also 
active, but serotonin, carbachol, and GABA were inactive. Uni- 
lateral nigral lesions reduced the dopamine content in the ipsila- 
teral striatum to 0 to 30% of that in the contralateral striatum or 
in intact striatum. The sensitivity of Na,K-ATPase to dopamine 
in the ipsilateral striatum was increased 2 days after surgery and 
continued to increase gradually until a maximum was reached 7 
to 10 days after lesion. Results are discussed in relation to dopa- 
minergic supersensitivity in caudate neurons. 19 references. 


003872 Kamer, Russell S.; Turi, Anthony R.; Solomon, Paul 
R.; Kaplan, Lawrence J. Solomon: Dept. of Psychology, Wil- 
liams College, Williamstown, MA 01267 Increased mesolimbic 
dopamine binding following chronic treatment. Psy- 
chopharmacology. 72(3):261-263, 1981. 


In a study of the effect of chronic neuroleptic treatment on 
mesolimbic dopamine receptor binding, male Sprague-Dawley 
rats were given haloperidol (0.5mg/kg), sodium phenobarbital 
(50mg/kg), or saline daily for 21 days. One week after the last 
injection, rats were sacrificed and the septi were removed from 
the 3H-dopamine binding assay. Haloperidol treatment resulted 
in a 52% increase in 3H-dopamine binding in the septum, 
whereas phenobarbital treatment caused no significant change. 
12 references. (Author abstract modified) 


003873 Kamp, Cylia W.; Morgan, William W. Dept. of Anato- 
my, University of Texas Health Science Center at San Antonio, 
7703 Floyd Curl Drive, San Antonio, TX 78283 Some barbitu- 
rates enhance the effect of muscimol on dopamine turnover in the 
rat retina. Journal of Pharmacology and Experimental Thera- 
peutics. 213(2):332-336, 1980. 


The effects of several barbiturates on the muscimol mediated 
reduction of the light evoked activation of dopamine (DA) turn- 
over were tested. The decline in retinal DA content after alpha- 
methyl-p-tyrosine was used as an indication of turnover. Neither 
pentobarbital nor the low dosage of muscimol alone significant- 
ly altered the light evoked increase in retinal DA turnover. 
However, the combination of pentobarbital and muscimol sig- 
nificantly reduced the light mediated increase in DA turnover 
to a level below that normally observed in dark maintained ani- 
mals. These results and other data provide evidence for a 
GABA potentiating component to the anesthetic and anticon- 
vulsant mechanism of barbiturate action and the first neuroche- 
mical demonstration of barbiturate mediated potentiation of 
GABA agonist. 26 references. (Author abstract modified) 


003874 Kan, J. P.; Benedetti, M. Strolin. Benedette: Centre de 
Recherche Delalande, 10, rue des Carrieres, F-92500 Rueil-Mal- 
maison, France Characteristics of the inhibition of rat brain mon- 
oamine oxidase in vitro by MD780515. Journal of Neuroche- 
mistry. 36(4):1561-1571, 1981. 


The inhibition of type-A and type-B monoamine oxidase 
(MAO-A, MAO-B) in rat forebrain crude membrane prepara- 
tions by MD780515 was investigated in vitro with 5-hydroxy- 
tryptamine (5-HT) and beta-phenylethylamine as substrates. The 
inhibition of the high affinity binding of (3-H)harmaline, a spe- 
cific marker of MAO-A, was also studied. MD780515 appeared 
to be a pure mixed MAO inhibitor of 5-HT deamination. The 
hypothesis that beta-phenylethylamine (PEA) can be deaminated 
by both forms of MAO was confirmed by biphasic inhibition 
curves of PEA obtained when MD780515, clorgyline, harma- 
line, and deprenyl were used as MAO inhibitors. It is concluded 
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that MD780515 is a reversible, specific, and potent type-A 
MAO inhibitor. 30 references. (Author abstract modified) 


003875 Kaufmann, Konrad. Max-Planck-Institut fur biophysika- 
lische Chemie, D-34 Gottingen, West Germany Inseparability of 
acetylcholinesterase and nerve excitation. Neurochemistry Inter- 
national. 2(1/3):111-112, 1980. 


It is proposed that acetylcholinesterase causes the movement 
of sodium and potassium ions toward equilibrium during nerve 
excitation. This proposition is consistent with the observed ki- 
netics of acetylcholine (ACh) at unmodified membrane frag- 
ments. Conductivity increases for sodium and potassium ions 
can be observed after application of ACh onto blackfilm lipid 
membranes near the phase transition, as well as at cholinergic 
membranes where lipids are generally away from their phase 
transition temperature. It is concluded that unit channels at un- 
modified cholinergic membranes can be triggered by the mi- 
croenvironment of acetylcholinesterase after application of the 
physiological agonist ACh. 14 references. 


003876 Kayaalp, S. Oguz; Rubenstein, J. S.; Neff, N. H. Neff: 
Laboratory of Preclinical Pharmacology, NIMH, Saint Eliza- 
beths Hospital, Washington, DC 20032 Inhibition of dopamine 
D-1 and D-2 binding sites in neuronal tissue by ascorbate. Neuro- 
pharmacology. 20(4):409-410, 1981. 


The binding of radiolabeled dopamine (DA) and DA agonists 
to D-1 and D-2 receptor sites in rat neuronal membranes was in- 
hibited by ascorbate in concentrations greater than 10mcM. Re- 
sults suggest that DA agonist binding to neuronal tissue should 
be reevaluated, since most previous studies have been performed 
in the presence of 1 to 5mM ascorbate. 11 references. (Author 
abstract modified) 


003877 Kayama, Yukihiko; Hsiao, Chie-Fang; Fukuda, Yutaka; 
Iwama, Kitsuya. Dept. of Neurophysiology, Institute of Higher 
Nervous Activity, Osaka University Medical School, Kita-ku, 
Osaka 530, Japan Sensitivity to GABA of neurons of the dorsal 
and ventral lateral geniculate nuclei in the rat. Brain Research. 
211(1):202-205, 1981. 


Ionotophoretic application of GABA to dorsal and ventral 
lateral geniculate (LGd and LGv) neurons in Sprague-Dawley 
rats readily suppressed spontaneous discharges in both types of 
neurons. Discharges evoked by optic nerve stimulation were 
suppressed as readily as spontaneous discharges in LGd neu- 
rons. In LGv neurons, however, evoked discharges were more 
resistant than spontaneous discharges to the effects of GABA. 
133 references. (Author abstract modified) 


003878 Kellar, Kenneth J.; Cascio, Caren S.; Butler, Judith A.; 
Kurtzke, Robert N. Dept. of Pharmacology, Georgetown Uni- 
versity, Schools of Medicine and Dentistry, Washington, DC 
20007 Differential effects of electroconvulsive shock and anti- 
depressant drugs on serotonin-2 receptors in rat brain. European 
Journal of Pharmacology. 69(4):515-518, 1981. 


The effects of chronic administration of electroconvulsive 
shock (ECS) and antidepressant drugs on brain serotonin-2 (5- 
HT2) receptors were investigated in male Sprague-Dawley rats. 
Chronic administration of amitriptyline, iprindol, or tranylcy- 
promine decreased the binding of 3H-spiperone to 5-HT2 recep- 
tors in cerebral cortex homogenates. A single ECS had no sig- 
nificant effect on 3H-spiperone binding, but 3 to 12 days of ECS 
caused a progressive increase in the density of 5-HT2 receptors 
labeled by 3H-spiperone. 10 references. (Author abstract modi- 
fied) 
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003879 Kenakin, Terry P. Dept. of Pharmacology, Burroughs 
Wellcome Co., Ltd., 3030 Cornwallis Road, Research Triangle 
Park, NC 27709 On the importance of agonist concentration-gra- 
dients within isolated tissues. Increased maximal responses of rat 
vasa deferentia to (-)-noradrenaline after blockade of neuronal 
uptake. Journal of Pharmacy and Pharmacology. 32(12):833-838, 
1980. 


The increased maximal responses of Sprague-Dawley rat vasa 
deferentia to (-)-noradrenaline (NA) after blockade of neuronal 
uptake by cocaine or desmethylimipramine were studied. Rela- 
tionships between the neuronal uptake of NA, the free diffusion 
of NA into the tissue, and the number of smooth muscle cells 
required for production of maximal responses were examined. 
The data were compared with a theoretical calculation based on 
a model of restricted diffusion of enzyme substrates into struc- 
tured tissues. The experimental data and theoretical calculations 
suggest that an altered concentration gradient of NA within the 
muscle layers is responsible for the increased maximal responses. 
Results indicate that an increase in maximal responses to agon- 
ists after blockade of uptake processes should not be taken as 
evidence of postsynaptic effects of the uptake inhibitor. 37 refer- 
ences. (Author abstract modified) 


003880 Kerwin, R. W.; Olpe, H.- R.; Schmutz, M. Dept. of 
Pharmacology, Medical School, University of Bristol, Bristol 
BS8 1TD, England The effect of sodium-n-dipropy! acetate on 

inobutyric acid-dependent inhibition in the rat cortex 
and substantia nigra in relation to its anticonvulsant activity. Brit- 
ish Journal of Pharmacology. 71(2):545-551, 1980. 


Valproate sodium (100 to 400mg/kg i.p.) protected male SIV- 
50 rats from electroshock-induced convulsions, with the latency 
of the effect decreasing as a function of dose from 5 to 2 min- 
utes. A parallel time course was seen for the inhibitory effect of 
valproate sodium (100 to 400mg/kg i.p.) on the spontaneous 
firing rate of cortical and nigral neurons. The inhibitory action 
of microiontophoretically applied GABA and muscimol on the 
firing rate of cortical neurons was potentiated within 1 to 3 min- 
utes of microiontophoretic application of valproate sodium, but 
the inhibitory action of glycine was not affected. Microionto- 
phoretically applied valproate sodium also potentiated inhibitory 
responses to GABA in rats pretreated with the GABA transa- 
minase inhibitor gabaculine (100mg/kg i.p.). Valproate sodium 
did not markedly affect the duration of transsynaptic inhibitory 
responses recorded from the substantia nigra and cortex after 
submaximal electrical stimulation of the striatum and cortex, re- 
spectively. 24 references. (Author abstract modified) 


003881 Kessler, John A.; Black, Ira B. Division of Develop- 
mental Neurology, Dept. of Neurology, Cornell University 
Medical College, 1300 York Ave., New York, NY 10021 Nerve 
growth factor stimulates development of substance P in the em- 
bryonic spinal cord. Brain Research. 208(1):135-145, 1981. 


Development of the putative neurotransmitter substance-P 
(SP) was studied in vivo in the embryonic rat dorsal root gan- 
glion (DRG) and spinal cord. SP was not detectable by radioim- 
munoassay before day 17 of gestation (E17). On E17, cervical 
sensory ganglia contained 4 pg SP/ganglion, rising to 49 pg/ 
ganglion at birth The dorsal cervical spinal cord contained 0.75 
ng SP/mg protein on E17, rising to 6 ng SP/mg protein on 
postnatal day 3. The ventral spinal cord contained approximate- 
ly 20% of the SP content in the dorsal spinal cord at each ges- 
tational age. Intrauterine forelimb amputation partially prevent- 
ed the normal developmental increase of SP in sensory ganglia 
destined to innervate that limb, suggesting that target structures 
regulate the development of peptidergic neurons. Conversely, 
treatment with nerve growth factor (NGF) stimulated develop- 
ment of SP in the DRG. Moreover, NGF treatment increased 


SP in the dorsal spinal cord, suggesting that NGF can modulate 
development within the CNS, as well as in peripheral structures. 
It is likely that the CNS effect reflects NGF action on peripher- 
al ganglia, but a direct effect on the spinal cord has not been ex- 
cluded. However, treatment with antiserum to NGF failed to 
significantly inhibit development of ganglion SP. It is suggested 
that the system of SP containing neurons in the DRG may pro- 
vide a convenient model for defining events regulating peptider- 
gic maturation. 34 references. (Author abstract) 


003882 Khachaturyan, G. S.; Kazaryan, K. A. NIL biosinteti- 
cheskikh reaktsiy mozga, Yerevanskiy meditsinskiy institut, Yer- 
evan, USSR /The effect of adenosine and guanosine on the con- 
tent of serotonin and catecholamines in the brain in the restora- 
tion period following experimental clinical death./ Deystviye 
adenozina i guanozina na soderzhaniye serotonina i katekhola- 
minov v mozge v_ vosstanovitel’nom periode 
eksperimental’noy klinicheskoy smerti. 
Eksperimental’noy i Klinicheskoy Méeditsiny. 
1980. 


Zhurnal 
20(5):469-474, 


The effect of adenosine and guanosine on the content of sero- 
tonin and catecholamines in the brain in the restoration period 
following experimental clinical death was studied in white male 
rats. Adenosine and guanosine were injected together with 
blood during revival of the organism. Results show that in the 
restoration period after revival of the organism, adenosine and 
guanosine stimulate the normalization of the level of serotonin, 
noradrenaline, and dopamine. Guanosine first has an effect on 
the normalization of the dopamine level, and then on the level 
of noradrenaline and serotonin. These results suggest that these 
nucleotides can be used in preventive treatment and therapy in 
terminal conditions. In addition, these results could be used as a 
basis for further study of the effect of nucleotides on the nor- 
malization of the content of serotonin, noradrenaline, and dopa- 
mine in the restoration period, as enzymes of their synthesis and 
breakdown. 15 references. 


003883 Khanna, J. M.; Kalant, H.; Le, A. D.; Mayer, J.; LeB- 
lanc, A. E. Dept. of Pharmacology, University of Toronto, To- 
ronto, Ontario, Canada MSS 1A8 Effect of p-chloroph 

on the acquisition of tolerance to the hypnotic effects of pentobar- 
bital, barbital, and ethanol. Canadian Journal of Physiology and 
Pharmacology. 58(9):1031-1041, 1980. 


The effect of p-chlorophenylalanine (p-CPA on the acquisi- 
tion of tolerance to the hypnotic effects of pentobarbital, barbi- 
tal, and ethanol was investigated. Rats were given pentobarbital 
by daily intubation, and sleeping times and blood levels of drug 
were measured at awakening and after i.p. test doses of ethanol, 
pentobarbital, or barbital. No CNS tolerance to pentobarbital or 
cross-tolerance to barbital or ethanol occurred on treatment 
with sodium pentobarbital. However, when the size and fre- 
quency of pentobarbital treatment doses were increased from 
50mg/kg/day to 50mg/kg to 80mg/kg thrice daily, a clear CNS 
tolerance to barbital occurred. Chronic administration of p- 
CPA, in a dose previously shown to maintain more than 95% 
depletion of brain serotonin (5-HT), enhanced the acute hypnot- 
ic effect of barbiturates and ethanol. Independently of this 
effect, p-CPA treatment also resulted in a reduction in develop- 
ment of CNS tolerance. Results are consistent with earlier find- 
ings that brain 5-HT depletion retards tolerance development to 
central depressant drugs as measured by a variety of unrelated 
tests. 41 references. (Author abstract modified) 


003884 Khodorov, B. I.; Revenko, S. V. Biophysics Labora- 
tory, Vishnevski Surgical Institute, Moscow, USSR Further 
analysis of the mechanisms of action of batrachotoxin on the 
membrane of myelinated nerve. Neuroscience. 4:1315-1330, 1979. 


| 


action of batrachotoxin on myelinated frog 
investigated. Batrachotoxin altered a certain 
of the sodium channels in the node of Ranvier frog so 


tion show that one batrachotoxin molecule modified one sodium 
channel, the dissociation constant being 1000 nM. The receptor 
for batrachotoxin in considered to be linked allosterically to all 
principle subunits of the sodium channel: the voltage sensor, the 


afterdischarges./ Vliyaniye elektricheskogo razdrazheniya sinego 
pyatna i intraperitoneal’nogo vvedeniya nekotorykh farmakolo- 
gicheskikh veshchestv na porog gippokampal’nykh razryadov 
posledeystviya. Soobshcheniya Akademii Nauk Gruzinskoy 
SSR. 100(1):193-196, 1980. 


The effect of electrical stimulation of the locus coeruleus and 
the intraperitoneal injection of reserpine and L-DOPA on the 
threshold of hippocampal afterdischarges was studied in adult 
cats. Results show that: stimulation of the locus coeruleus sig- 
nificantly raised the threshold of hippocampal afterdischarges; 
reserpine (4mg/kg) lowered the threshold of epileptogenic stim- 
ulation, and diminished the inhibitory effect of the locus coeru- 
leus stimulation, as well as the threshold of afterdischarges. 13 
references. (Journal abstract modified) 


003886 Klemm, William R. Dept. of Veterinary Anatomy, 
Texas A&M University, College Station, TX 77843 Opiate 
mechanisms: evaluation of research involving neuronal action po- 
tentials. Progress in Neuro-Psychopharmacology. 5(1):1-33, 
1981. 


Studies of the effects of opiates and opioids on unit activity 
are reviewed. Opiates generally depress neuronal activity with 
pharmacological stereospecificity, but excitatory effects occur in 
several brain regions, particularly during the development of 
tolerance. Opiates interact with major neurotransmitter systems 
in a variety of ways, but the mechanisms of these interactions 
are poorly understood. Opiates have profound effects in various 
brain structures associated with prominent behavioral effects of 
Opiates, such as catalepsy, euphoria, reward, and analgesia. The 
widespread distribution of cells sensitive to both stereospecific 
and nonstereospecific effects of opiates suggests that the behav- 
ioral effects of opiates are mediated through several receptor 
types and several levels of the nervous system. 98 references. 
(Author abstract modified) 


003887 Klugman, K. P.; Lembeck, F.; Markowitz, S.; Mitchell, 
G.; Rosendorff, C. Dept. of Physiology, University of the 
Witwatersrand Medical School, Hospital St., Johannesburg, 
South Africa Substance P increases hypothalamic blood flow via 
an indirect adrenergic-cholinergic interaction. British Journal of 
Pharmacology. 71(2):623-629, 1980. 


Intrahypothalamic injections of 50 or 500mg substance-P in- 
creased hypothalamic blood flow (HBF) in conscious New Zea- 
land rabbits. A Sng dose of substance-P had no effect. The 
effect of substance-P was abolished by cholinoceptor blockade 
with atropine or mecamylamine and by adrenoceptor blockade 
with proproanolol or phenoxybenzamine. The vasodilator action 
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of substance-P was also abolished by chemical sympathectomy 
of the hypothalamus with 6-hydroxydopamine or by destruction 
of the intracerebral nonadrenergic pathway (INP). Barbiturate 
and bicarbonate, which block the vasodilator action of the INP, 
also blocked the vasodilator effect of substance-P. Results sug- 
gest that substance-P may increase HBF via release of endog- 
enous acetylcholine, which in turn stimulates the INP. 37 refer- 
ences. (Author abstract modified) 


003888 Knych, E. T.; Eisenberg, R. M. Dept. of Pharmacol- 
ogy, University of Minnesota, School of Medicine, Duluth, MN 
55812 Effect of amphetamine on plasma corticosterone in the con- 
scious rat. Neuroendocrinology. 29:110-118, 1979. 


The effect of amphetamine (AMPH) on plasma corticosterone 
was studied in the conscious, unstressed rat. AMPH (0.5 to 
5.0mg/kg) produced a dose dependent increase in plasma corti- 
costerone that was not altered by the adrenergic blocking 
agents phenoxybenzamine or propranolol. In contrast, the sero- 
tonergic depleting agent p-chloroamphetamine significantly in- 
hibited the AMPH-induced rise in corticosterone. In addition, 
the serotonergic blocking agent methysergide, but not cypro- 
heptadine, inhibited the corticosterone increase induced by 
AMPH. (Journal abstract) 


003889 Kohler, Christer; Schwarcz, Robert. ASTRA Research 
Laboratories, ASTRA Lakemedel AB, Sodertalje, Sweden 
Monosodium glutamate: increased neurotoxicity after removal of 
neuronal re-uptake sites. Brain Research. 211(2):485-491, 1981. 


Microinjections of monosodium glutamate (MSG) into the 
hippocampus of male Sprague-Dawley rats produced only mar- 
ginal damage to local neurons. Hippocampal granule cells were 
markedly more vulnerable to the neurotoxic effect of MSG after 
perforant path transections, which removed their glutamatergic 
afferents. Results are discussed in relation to human neurodegen- 
erative disorders such as Huntington’s disease. 20 references. 
(Author abstract modified) 


003890 Kohli, Jai D.; Goldberg, Leon I. Dept. of Pharmaco- 
logical and Physiological Sciences, University of Chicago, 947 
East 58th St., Chicago, IL 60637 Effects of 3’,4’-dihydroxynomi- 
fensine on the dopamine vascular receptor. Journal of Pharmacy 
and Pharmacology. 32(3):225-226, 1980. 


The activity of 3’,4'-dihydroxynomifensine as a dopamine 
(DA) vascular agonist was studied in the canine renal vascular 
bed. Results indicated that 3’,4’-dihydroxynomifensine is a par- 
tial DA vascular agonist. The compound had weaker alpha- 
adrenergic effect than DA and showed no betal-adrenergic ef- 
fects. Results suggest that further modification of the nomifen- 
sine molecule may yield a more potent DA agonist with rela- 
tively little effect on adrenergic receptors. 5 references. 


003891 Krishnan, H.; Baquer, N. Z.; Singh, R/ Neurochemistry 
Unit, School of Life Sciences, Jawaharlal Nehru University, 
New Delhi-110 067, India Changes in g: inobutyric acid- 
shunt enzymes in regions of rat brain with ketamine anaesthesia. 
Neuropharmacology. 20(6):567-574, 1981. 


The effects of ketamine hydrochloride (100mg/kg i.p.) on the 
activity of glutamic acid decarboxylase (GAD), 4-aminobutyr- 
ate-2-oxoglutarate aminotransferase (GABA-T), and succinic se- 
mialdehyde dehydrogenase (SSA-DH) were studied in homog- 
enates and subcellular fractions from female Wistar rat brain- 
stem, cerebellum, and cerebral hemispheres. Ketamine increased 
GABA GAD activity in synaptosomal fractions from brainstem 
and cerebellum but not from the cerebral hemispheres. Keta- 
mine inhibited GABA-T and SSA-DH activity (mitochondrial 
fractions) in brainstem, but caused only transient increases in 
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003885 
The 1 
nerve 
fraction 
that the’ moditied anne and Opencu ana 
closed with exponential kinetics. Batrachotoxin shifted the 
sodium activation by 50 mV to more negative voltages and in- 
creased the maximum time constant of activation by factor of 
10. Dose response relations for batrachotoxin-induced modifica- 
batrachotoxin and anther potent alkaloid, aconitine, are pointed 
out. (Journal abstract modified) 
003885 Kikvadze, I. N.; loseliani, T. K. Thilisskiy gosudarst- 
vennyy universitet, Tbilisi, USSR /The effect of electrical stimu- 
lation of the locus coeruleus and intraperitoneal injection of cer- 
tain pharmacological substances on the threshold of hippocampal 
572 
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GABA-T and SSA-DH activity in cerebral hemispheres. In 
cerebellum (mitochrondrial fractions), ketamine had no effect on 
GABA-T activity, but inhibited SSA-DH activity. Results are 
discussed in relation to the anticonvulsant effect of ketamine. 30 
references. (Author abstract modified) 


003892 Kuhn, Donald M.; Wolf, William A.; Lovenberg, 
Walter. Section on Biochemical Pharmacology, Hypertension- 
Endocrine Branch, NHLBI, NIH, Building 10, Room 7N262, 
Bethesda, MD 20205 Pressor effects of electrical stimulation of 
the dorsal and median raphe nuclei in anesthetized rats. Journal 
of Pharmacology and Experimental Therapeutics. 214(2):403- 
409, 1980. 


Electrical stimulation of the dorsal or median raphe nucleus in 
anesthetized rats produced a transient increase in arterial blood 
pressure. Heartrate and respiratory rate did not appear to 
change systematically after stimulation. Transections rostral or 
caudal to the raphe nuclei or electrolytic lesions in the area of 
the nucleus linearis, pars caudalis abolished the pressor response 
to stimulation. Depletion of brain serotonin with p-chloropheny- 
lalanine significantly attenuated the pressor effect of both dorsal 
and median raphe stimulation. The data suggest that stimulation 
of the ascending serotonergic neuronal system produces a phasic 
pressor effect which is mediated, at least in part, by synaptic 
serotonin. 23 references. (Author abstract modified) 


003893 Kurosawa, Atsushi; Kageyama, Hiroyasu; John, Thop- 
pil M.; Hirota, Ryoji; Itoh, Shinji. Shionogi Research Labora- 
tory, Shionogi and Co., Ltd., Fukushima-ku, Osaka 553, Japan 
Effect of neonatal hydrocortisone treatment on brain monoamines 
in developing rats. Japanese Journal of Pharmacology. 30(2):213- 
220, 1980. 


Subcutaneous injection of 0.5mg hydrocortison on postnatal 
day 2 significantly suppressed the development of whole brain 
in Wistar rats. Norepinephrine, dopamine, and serotonin con- 
tents in the brains of treated rats were higher than those in con- 
trols. Results suggested that hydrocortisone potentiated monoa- 
minergic nervous systems in the hypothalamus, diencephalon, 
and pons/medulla oblongata. 26 references. (Author abstract 
modified) 


003894 Laasberg, L. H.; Johnson, E. E.; Hedley-Whyte, J. 
Hedley-Whyte: 330 Brookline Avenue, Y-423, Boston, MA 
02115 Effect of morphine and naloxone on Leu-enkephalin-like 
immunoreactivity in dogs. Journal of Pharmacology and Experi- 
mental Therapeutics. 212(3):496-502, 1980. 


The effect of intravenously administered morphine sulfate and 
naloxone hydrochloride on leucine-enkephalin-like immunoreac- 
tivity (LELIR) in blood was determined. Is extracts of femoral 
artery and portal, jugular, and hepatic veins of 15 dogs anesthe- 
tized with pentobarbital, a compound with LELIR was present 
which cochromatographed on a thin layer. plate with synthetic 
leucine-enkephalin and showed immunoreactivity with the anti- 
serum to leucine-enkephalin bovine serum albumin complex. 
After morphine administration, the LELIR was approximately 
twice the control values, except in specimens from hepatic vein, 
where no apparent change was observed. Evidence supports the 
concept of multiple type receptors for receptor sites for endog- 
enous opioid peptides and narcotic drugs. The catabolism of leu- 
cine-enkephalin-like material by the liver remains apparently un- 
changed during morphine and naloxone administration as judged 
from the enkephalin values in hepatic venous blood. 45 refer- 
ences. (Author abstract modified) 


003895 Laborit, G.; Baron, C.; Topal, G.; Henriet, I. Hopital 
Boucicaut, 78, rue de la Convention, F-75730 Paris Cedex 15, 
France /Na gamma hydroxybutyrate in cerebral protection during 
severe hypoxemia in the rat./ Interet du gamma hydroxybutyrate 


de Na dans la protection cerebrale au cours des hypoxies se- 
veres chez le rat. Agressologie. 21(4):189-197, 1980. 


The effect of 4-sodium hydroxybutyrate (4-OHB) on induced 
anoxias in rats was studied. Anoxia was induced in two groups 
of rats, with and without the protection of either 4-OHB or pen- 
tobarbital. In the first group, pH and plasmatic lactate were 
measured before and after anoxia while cerebral elctrogenesis 
was controlled; in the second group, levels of norepinephrine, 
dopamine, 5-HT, and lactic acid in brain tissue were measured. 
Results show that plasmatic pH before anoxia is unchanged with 
4-OHB and lowered with pentobarbital; immediately after 
anoxia plasmatic pH is lowered less by 4-OHB than by pento- 
barbital. In brain tissue 4~OHB raises the level of norepinephrine 
significantly, whereas pentobarbital does not. Similar results 
were found with dopamine. Concentrations of 5-HT varied 
little, and levels of lactic acid were increased most by pentobar- 
bital. The increase in norepinephrine and dopamine with 4-OHB 
explains the favorable results with humans when using this sub- 
stance to protect the brain. 38 references. (Journal abstract 
modified) 


003896 Laduron, P. M.; Leysen, J. E.; Gorissen, H. Dept. of 
Biochemical Pharmacology, Janssen Pharmaceutica, B-2340 
Beerse, Belgium Muscarinic receptor: multiple sites or unitary 
concept? Archives Internationales de Pharmacodynamie et de 
Therapie. 249(2):319-321, 1981. 


The binding of 3H-dexetimide was studied in various brain re- 
gions of rats and dogs and in dog stomach. The potency of pir- 
enzepine in displacing 3H-dexetimide was similar in striatum, 
cortex, and stomach. The potency of atropine was also similar 
in the various preparations studied. These findings do not sup- 
port the suggestion that there are multiple sites or subclasses of 
muscarinic acetycholine receptors. 6 references. 


003897 Larsson, P. A.; Dahlstrom, A.; Heiwall, P. O.; Booj, S. 
Institute of Neurobiology, University of Goteborg, Goteborg, 
Sweden The effect of chronic nicotine and withdrawal on intra- 
axonal transport of acetylcholine and related enzymes in sciatic 
nerve of the rat. Journal of Neural Transmission. 47:243-251, 
1980. 


The content of acetylcholine (ACh) and activities of the cho- 
linergic enzymes choline acetyltransferase (CAT) and ACh-es- 
terase (AChE) were studied in intact and crushed rat sciatic 
nerve after chronic nicotine administration and withdrawal 2 
days before the final experiment. Nicotine was given in the 
drinking water during 8 to 10 weeks and the final dose reached 
was about 8mg/kg/day, i.e., equivalent to that of the heavy 
cigarette smoker. In the chronic nicotine group, ACh levels and 
AChE activity of uncrushed nerve were significantly decreased 
as compared to the controls. The accumulation of ACh and 
AChE proximal to a single crush was also somewhat decreased, 
but significant only for AChE at 18 hours postoperatively. After 
withdrawal of nicotine for 2 days, the ACh content of both un- 
crushed and 12 hours crushed nerves were further decreased, 
while AChE was instead increased to control (uncrushed) or 
even supranormal (18 hour crush) levels. (Journal abstract) 


003898 Le Fur, G.; Mizoule, J.; Burgevin, M. C.; Ferris, O.; 
Heaulme, M.; Gauthier, A.; Gueremy, C.; Uzan, A. Pharmindus- 
trie, Groupe PHARMUKA, 35, Quai du Moulin de Cage, F- 
92231 Gennevilliers, France Multiple benzodiazepine receptors: 
evidence of a dissociation between anticonflict and anticonvulsant 
properties by PK 8165 and PK 9084 (two quinoline derivatives). 
Life Sciences. 28(13):1439-1448, 1981. 


Evidence of a dissociation between the anticonflict and anti- 
convulsant properties of two quinoline derivatives (PK-8165 and 


PK-9084) is presented. These drugs to be more potent 
at displacing (3H)diazepam from its binding sites in the presence 
of halides suggesting that they are acting on benzodiazepine re- 
ceptors associated to a chloride ionophore. Like the benzodiaze- 
pines, PK-8165 and PK-9084 increase punished responding in 
the rat conflict procedure but do not produce ataxia or sedation 
even at doses five to 20 times higher than those which are effec- 
tive in the conflict test. Moreover, they do not possess anticon- 
vulsant properties. PK-8165 and PK-9084 do not change cyclic 
GMP content of the cerebellar cortex and do not antagonize the 
increase in cyclic GMP induced by the GABA antagonists ison- 
iazid and picrotoxin. Thus PK-8165 and PK-9084 pure anticon- 
flict drugs might act on GABA independent benzodiazepine re- 
ceptors associated to a chloride ionophore. 33 references. 
(Author abstract modified) 


003899 Le Fur, Gerard; Guilloux, Francoise; Kabouche, Marie; 
Mitrani, Nicole; Ferris, Odette; Uzan, Andre. Uzan: Pharmin- 
dustrie, Groupe PHARMUKA, 35, quai du Moulin de Cage, F- 
92231 Gennevilliers, France Central dopaminergic neurons during 
development of genetic and DOCA-salt hypertension in the rat. 
Developmental Brain Research. 1(2):153-163, 1981. 


The in vivo binding of (3H)spiroperidol was measured in dis- 
crete areas of the brain in 7-week-old, 9-week-old, and 16-week- 
old spontaneously hypertensive rats (SHR) and age matched 
normotensive Wistar-Kyoto (WKY) controls. An increase in the 
(3H)spiroperidol binding in the striatum, tuberculum olfactor- 
ium, and frontal cortex but not in the cerebellum was detected 
at all ages in SHR. The increase was more pronounced in 7- 
week-old SHR than in 9-week-old or 16-week-old SHR rats. In 
vitro data indicate an increase in Bmax but no variation in Kd in 
the striatum of 7-week-old SHR. The DOPA accumulation after 
injection of the DOPA decarboxylase inhibitor NSD 1015 was 
greater in the tuberculum olfactorium from 7-week-old SHR. 
An increase in (3H)spiroperidol binding sites was also observed 
in the striatum and tuberculum olfactorium after 7 weeks of 
deoxycorticosterone (DOCA) salt treatment. Results suggest 
that dopaminergic neurons might be implicated in that onset of 
hypertension in the rat. 31 references. (Author abstract modi- 
fied) 


003900 Lee, Chi Ho; Strosberg, Arthur M.; Warren, Lea Ann. 
Dept. of Pharmacology, Syntex Research, Palo Alto, CA 94304 
The importance of catecholamine uptake inhibition in the reversal 
of guanethidine blockade of adrenergic neurons. Research Com- 
munications in Chemical Pathology and Pharmacology. 30(1):3- 
14, 1980. 

Desipramine, imipramine, viloxazine, tripelennamine, tranyl- 
cypromine, and d-amphetamine reversed the adrenergic block- 
ing activity of guanethidine against pressor responses induced 
by spinal electrical stimulation in pithed male Sprague-Dawley 
rats. Although these compounds are from different pharmaco- 
logical classes, all have neuronal uptake inhibitory activity. It is 
suggested that inhibition of catecholamine uptake is sufficient to 
antagonize idine adrenergic neuron blockade. 22 refer- 
ences. (Author abstract modified) 


003901 Leelavathi, Doddamane E.; Misra, Chandra H.; Shelat, 
Harnath; Smith, Robert C. Smith: Texas Research Institute of 
Mental Sciences, 1300 Moursund, Texas Medical Center, Hous- 
ton, TX 77030 Effects of acute and chronic administration of 
phencyclidine on dopaminergic receptors in rat striatum. Commu- 
nications in Psychopharmacology. 4(5):417-424, 1980. 

The effects of acute and chronic administraton of phencycli- 
dine (PCP) on dopaminergic receptors in rat striatum are dis- 
cussed. PCP (10mg/kg) produced a significant decrease in dopa- 
mine (DA) stimulated adenylate cyclase activity and phospho- 
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diesterase activity in rat striatum, both after a single PCP dose 
and 24 hours after 30 days of chronic PCP injections. However, 
15 minutes after the 31st PCP dose, there was a relative increase 
in striatal DA stimulated adenylate cyclase activity compared to 
chronic PCP rats who received saline on day 31. PCP added in 
vitro did not displace specific 3H-spiperone binding to rat stria- 
tal membranes, but PCP 10mg/kg injected into rats produced a 
small but significant increase in specific binding of spiperone in 
rat striatum. 23 references. (Author abstract modified) 


003902 Leslie, Frances M.; Chavkin, Charles; Cox, Brian M. 
Cox: Addiction Research Foundation, 701 Welch Road, Palo 
Alto, CA 94304 Opioid binding properties of brain and peripheral 
tissues: evidence for heterogeneity in opioid ligand binding sites. 
Journal of Pharmacology of Experimental Therapeutics. 
214(2):395-402, 1980. 


The specific binding of (3H)dihydromorphine ((3H)DHM) 
and (3H)D-Ala2-D-LeuS-enkephalin ((3H)DADLE) to binding 
sites in bovine corpus striatum, bovine adrenal medulla, guinea- 
pig, rabbit, and rat ileum, and mouse vas deferens has been 
characterized. In ail tissues, the properties of high affinity 
(3H)DADLE binding sites were discriminable from (3H)DHM 
binding sites in terms of the relative potencies of competing 
opioid ligand. (3H)DADLE binding was more readily displaced 
by peptide opioids such as D-Ala2-L-LeuS-enkephalin than by 
alkaloids such as morphine, whereas (3H)DHM sites showed the 
reverse selectivity. Correlation of relative ligand potencies indi- 
cate that the enkephalin selective or alkaloid selective binding 
sites display similar properties across tissues and species. 33 ref- 
erences. (Author abstract modified) 


003903 Leung, Lai-Wo Stan. Dept. of Psychology, University 
of Western Ontario, London, Ontario N6A 5C2, Canada Differ- 
ential effects of pentobarbital and ether on the synaptic transmis- 
sion of the hippocampal CA1 region in the rat. Electroenceph- 
alography and Clinical Neurophysiology. 51(3):291-305, 1981. 


The effect of ether and sodium pentobarbital on the synaptic 
transmission of the hippocampal CAI region was studied in 
chronically implanted rats. Animal behavior, EEG, and average 
evoked potentials (AEPs) following electrical stimulation of the 
alveus or the striatum radiatum of the CA1 region were record- 
ed. Components of the AEPs, interpreted previously as generat- 
ed by population excitatory postsynaptic potentials (EPSPs), 
population inhibitory postsynaptic potentials (IPSPs) or popula- 
tion postsynaptic spikes were differentially sensitive to ether or 
pentobarbital. It is concluded that ether and pentobarbital both 
suppress hippocampal neuronal excitability but the effect of an- 
esthesia differs for different anesthetics, for different synapses, 
and for different levels of activity in the input fibers. 37 refer- 
ences. (Author abstract modified) 


003904 Levin, Barry E. Veterans Administration Medical 
Center, East Orange, NJ 07019 Reserpine effect on the axonal 
transport of dopamine-beta-hydroxylase and tyrosine hydroxylase 
in rat brain. Experimental Neurology. 72(1):99-112, 1981. 


Th effects of reserpine on the axonal transport of dopamine- 
beta-hydroxylase (DBH) and tyrosine hydroxylase (TH) were 
investigated in rats with 6-hydroxydopamine (6-OHDA) lesions 
in the rostral forebrain. Both BDH and TH activities accumulat- 
ed linearly for 48 hours in the anterior hypothalamic sections 
proximal to the lesions. While DBH activity decreased toward 
baseline over the next 4 days, TH activity remained at the 48 
hour levels, suggesting a faster turnover time of DBH activity 
at the lesion site. Accumulation of both enzymes was totally 
blocked by ipsilateral 6-OHDA lesions in the ascending dorsal 
and ventral noradrenergic bundles, suggesting that dopaminer- 
gic fibers do not contribute significantly to the accumulation of 
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TH activity. Reserpine induced DBH and TH production in 
noradrenergic neurons of the locus coeruleus was followed, 
after a delay of days, by increased levels in distally innervated 
regions. Single dose reserpine administration produced transient 
and sporadic decreases in the axonal transport of DBH and TH 
during the first 5 days after injection, followed by a steady in- 
crease to 693% of control for DBH at 7 days and 270% at 8 
days for TH. This delay is attributed to delay in the onset of in- 
creased enzyme transport from the cell bodies. 46 references. 
(Author abstract modified) 


003905 Levin, Barry E.; Comai, Karen; Sullivan, Ann C. Neu- 
rology Service (127), V.A. Medical Center, East Orange, NJ 
07019 Metabolic and sympatho-adrenal abnormalities in the obese 
Zucker rat: effect of chronic phenoxybenzamine treatment. Phar- 
macology Biochemistry and Behavior. 14(4):517-525, 1981. 


Male homozygous lean and obese Zucker rats were subjected 
to various stresses that activate the sympathoadrenal system and 
to chronic treatment with the alpha-adrenergic receptor blocker 
phenoxybenzamine (PBZ, 16 to 19 days). The obese Zucker rat 
exhibited abnormalities of lipid and carbohydrate metabolism 
that were corrected (hyperinsulinemia), induced (hyperglyce- 
mia), or exaggerated (hyperglycerolemia) by stress-induced acti- 
vation of the sympathoadrenal systems. Chronic PBZ treatment 
increased baseline sympathetic activity in the obese rat and led 
to marked improvement in hyperinsulinemia. Weight loss was 
associated with a significant decrease in food intake in lean rats, 
but not in obese rats. Results suggest that a sympathoadrenal 
dysfunction may account for some of the metabolic abnormali- 
ties seen in obese Zucker rats. 53 references. (Author abstract 
modified) 


003906 Lin, Chun Wel; Maayani, Saul; Wilk, Sherwin. Wilk: 
Dept. of Pharmacology, Mount Sinai School of Medicine, City 
University of New York, One Gustave Levy Place, New York, 
NY 10029 The effect of typical and atypical neuroleptics on bind- 
ing of (3H)spiroperidol in calf caudate. Journal of Pharmacology 
and Experimental Therapeutics. 212(3):462-468, 1980. 


The effect of typical and atypical neuroleptics on the binding 
of (3H)spiroperidol to calf caudate membranes was studied. 
Saturable or specific binding was defined as the difference be- 
tween binding in the absence and in the presence of ImcM d-bu- 
taclamol. The inhibition constants (Ki) and ICS5O values for var- 
ious typical and atypical neuroleptics and for two clinically in- 
active butyrophenones were determined. The Ki and ICS50 
values of typical neuroleptics paralleled their potencies in vivo. 
In contrast, the binding potencies of atypical neuroleptics did 
not correlate with their effects in vivo. The most striking dis- 
crepancy between binding and properties in vivo was found for 
the benzamide derivatives, sulpiride and metoclopramide. It is 
concluded that binding assays with (3H)spiroperidol in calf cau- 
date cannot account for the antidopamine effects in vivo of 
atypical neuroleptics. 46 references. (Author abstract modified) 


003907 Lin, M. T.; Chandra, A.; Liu, G. G. Dept. of Physiol- 
ogy and Biophysics, National Defense Medical Center, Taipei, 
Taiwan The effects of theophylline and caffeine on thermoregula- 
tory functions of rats at different ambient temperatures. Journal 
of Pharmacy and Pharmacology. 32(3):204-208, 1980. 


Central and systemic administration of theophylline and caf- 
feine produced dose dependent increases in rectal temperature 
in male Sprague Dawley rats in ambient temperatures of 8, 22, 
and 30 degrees C. The xanthines also produced behavioral exci- 
tation, cutaneous vasodilation, and diuresis. Respiratory evapo- 
rative heat loss was not altered, but metabolic heat production 
was increased. The xanthine-induced hyperthermia was antago- 
nized by destruction of central catecholaminergic nerve fibers 


with 6-hydroxydopamine and by blockade of alpha-adrenergic 
and dopaminergic receptors with phentolamine and haloperidol. 
Results suggest that theophylline and caffeine elicit central acti- 
vation of adrenergic and dopaminergic receptors via release of 
endogenous catecholamines. 24 references. (Author abstract 
modified) 


003908 Lindamood, Charles, III; Colasanti, Brenda K. Dept. of 
Pharmacology and Toxicology, West Virginia University Medi- 
cal Center, Morgantown, WV 26506 Effects of delta9-tetrahy- 
drocannabinol and cannabidiol on sodium-dependent high affinity 
choline uptake in the rat hippocampus. Journal of Pharmacology 
and Experimental Therapeutics. 213(2):216-221, 1980. 


Dose of delta9-tetrahydrocannabinol (delta9-THC) and canna- 
bidiol (CBD) affording the same degree of protection against 
seizures induced by maximal electroshock were compared for 
their effects on sodium dependent high affinity choline uptake 
into six rat brain regions (cortex, striatum, medulla/pons, hypo- 
thalamus, midbrain, and hippocampus). One hour after adminis- 
tration of CBD, choline uptake was not altered in any brain 
region. In contrast, 1 hour after adminsitration of delta9-THC, 
choline uptake in hippocampus and hypothalamus was signifi- 
cantly reduced. Moreover, in vivo administration of delta9-THC 
was followed by a dose related reduction in vitro hippocampal 
choline uptake. After direct addition to the hippocampal ho- 
mogenates, both delta9-THC and CBD inhibited choline uptake. 
Results suggest that the septal/hippocampal cholinergic tract is 
a major site of action of delta9-THC and may provide a neuro- 
chemical basis for the differntial pharmacological properties of 
delta9-THC and CBD. 30 references. (Author abstract modified) 


003909 Lindberg, Iris; Dahl, June L. Dahl: Dept. of Pharma- 
cology, University of Wisconsin Medical School, 426 N. 
Charter St., Madison, WI 53706 Characterization of enkephalin 
release from rat striatum. Journal of Neurochemistry. 36(2):506- 
512, 1981. 


Antisera specific for methionine-enkephalin and leucine-enke- 
phalin were used to study the release of these peptides from 
male Holtzmann rat striatal slices. Only 2 to 3% of the total 
tissue stores of enkephalin could be released by potassium de- 
polarization. Similar percentages were released from globus pal- 
lidus, thalamus, and nucleus accumbens. No enkephalin release 
from hippocampus was detected. Striatal release of enkephalins 
was altered by changes in potassium and calcium levels in the 
superfusion medium, but lithium had no effect on basal or potas- 
sium stimulated release. Striatal enkephalins were stable during 
the short-term incubation periods used in these experiments. 29 
references. (Author abstract modified) 


003910 Lindvall, Olle; Ingvar, Martin; Stenevi, Ulf. Laboratory 
of Experimental Brain Research, University of Lund, Lund, 
Sweden Effects of metamphetamine on blood flow in the caudate- 
putamen after lesions of the nigrostriatal dopaminergic bundle in 
the rat. Brain Research. 211(1):211-216, 1981. 


Metamphetamine was given to male Wistar rats with unilater- 
al 6-hydroxydopamine lesions of the nigrostriatal dopaminergic 
bundle. Local cerebral blood flow, measured autoradiographi- 
cally with (14C)iodoantipyrine as the diffusible tracer, was more 
than twice as high in the denervated caudate/putamen than in 
controls. Measurements of local glucose consumption with the 
(14C)deoxyglucose technique showed no corresponding change 
in local metabolic rate; in fact, glucose consumption was re- 
duced in the caudate/putamen on the lesioned side. Results indi- 
cate that the amphetamine-induced increase in cerebral blood 
flow does not require an intact nigrostriatal dopaminergic 
system. Dopamine relased by amphetamine appeared to con- 


strict the vessels and reduce blood flow in the caudate putamen. 
20 references. (Author abstract modified) 


003911 Listinsky, Jay J.; Kohli, Jai D.; Goldberg, Leon I. 
Kohli: Dept. of Pharmacology, University of Chicago, 947 East 


58th St., Chicago, IL 60637 Consistent unmasking of dopamine- 
induced dilation of the canine femoral vascular bed. Journal of 


Pharmacology and Experimental Therapeutics. 215(3):662-667, 
1980. 


Dopamine (DA) produced dose related vasodilation in the 
canine femoral vascular bed after the administration of two 
alpha-adrenergic blocking agents, WR-149,024 or yohimbine. 
DA-induced vasodilation unmasked by yohimbine was not an- 
tagonized by propranolol, pyrilamine, and , hexameth- 
onium, or atropine, but was attenuated selectively by the DA 
antagonist sulpiride. The R-enantiomer of sulpiride was more ef- 
fective than the S-enantiomer in attenuating DA-induced dila- 
tion. Phenoxybenzamine produced moderate (apparently non- 
specific) attenuation of vasodilator responses to DA. The 
weaker vascular DA agonist, N,N-di-n-propyl dopamine, was 
approximately 4% the potentcy of DA in eliciting femoral vaso- 
dilation after yohimbine treatment. These findings suggest that 
DA produces femoral vasodilation after WR-149,024 or yohim- 
bine by activation of vascular DA receptors similar to those 
proposed to exist in the renal vascular bed. 30 references. 
(Author abstract modified) 


003912 Loomis, Christopher W.; Racz, William J. Dept. of 
Pharmacology, Queen’s University, Kingston, Ontario, Canada 
K7L 3N6 Drug interactions of amitriptyline and nortriptyline 
with warfarin in the rat. Research Communications in Chemical 
Pathology and Pharmacology. 30(1):41-58, 1980. 
The interaction of tricyclic antidepressants with warfarin and 
their effects on hepatic drug metabolism were studied in male 
Dawley rats. Treatment with amitriptyline or nortripty- 
line for 6 days (6, 15, or 30mg/kg i.p.) did not increase the ac- 
tivities of aniline hydroxylase and did not alter the content of 
microsomal protein. Significant decreases in aminopyrine N-de- 
methylase activity and cytochrome P-450 content were ob- 
served with the 30mg/kg dose. Amitriptyline and nortriptyline 
increased the prothrombin time of warfarin treated rats. At high 
tricyclic antidepressant doses, these increases in prothrombin 
time correlated with increases in the plasma half-life of warfarin. 
In vitro studies suggested that amitriptyline and nortriptyline 
competitively inhibited the metabolism of warfarin. The inhibi- 
tion of warfarin metabolism and enhanced anticoagulant effect 
were greater after nortriptyline than after comparable doses of 
amitripyline. 27 references. (Author abstract modified) 


003913 Loonen, Anton J. M.; Soe-Agnie, Carmen J.; Soudijn, 
Willem. Psychiatric Hospital Voorburg, P.O. Box 10150, 5260 
GB Vught, The Netherlands Effects of on GABA re- 
oy uptake and release. Brain Research. 210(1-2):485- 


The effects of halopemide on GABA uptake, receptor bind- 
ing, and release were studied in male Wistar rat forebrain prep- 
arations in vitro. Results indicated that halopemide and its puta- 
tive metabolites may interfere with GABA related synaptic 
mechanisms. The antipsychotic agent was similar to related 
neuroleptics in its effect on GABA uptake, release, and receptor 
binding. It is suggested that antagonistic effects of halopemide 
metabolites may contribute to its antipsychotic actions and lack 
of extrapyramidal side-effects. 19 references. 


003914 Loscher, W. Free University of Berlin, School of Vet- 
erinary Medicine, Koserstrasse 20, D-1000 Berlin 33, West Ger- 
many Effect of inhibitors of GABA aminotransferase on the me- 
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tabolism of GABA in brain tissue and 
Journal of Neurochemistry. 36(4):1521-1527, 1981. 


The effects of five inhibitors of the GABA degrading enzyme 
GABA aminotransferase (GABA-T) (gabaculine, gamma-acety- 
lenic GABA, gamma-vinyl GABA, ethanolamine O-sulphate, 
and aminooxyacetic acid), GABA, and the antiepileptic sodium 
valproate on the metabolism of GABA in brain tissue and syn- 
aptosomal fractions were investigated. The experimental mice 
were killed at the time of maximal anticonvulsant effect of the 
respective drugs and GABA, GABA-T, and glutamate decar- 
boxylase (GAD) were determined in whole brain and synapto- 
somes. All drugs studied brought about significant increases in 
both whole brain and synaptosomal GABA concentrations, and, 
except GABA itself, inhibited the activity of GABA-T. Further- 
more, all drugs, except GABA and gamma-acetylenic GABA, 
activated GAD in the synaptosomal fraction. Results suggest 
that activation of GAD is an important factor in the mechanism 
by which several inhibitors of GABA-T and also valproate in- 
crease GABA concentrations in nerve terminals, at least in the 
relatively nontoxic doses employed. 30 references. (Author ab- 
stract modified) 


003915 Lucot, James B.; McMillan, D. E.; Leander, J. David. 
McMillan: University of Arkansas for Medical Sciences, 4301 
West Markham Street, Little Rock, AR 72201 The behavioral ef- 
fects of d-amphetamine alone and in combination with acute and 
chronic morphine treatments in rats. Journal of Pharmacology 
and Experimental Therapeutics. 210(2):158-165, 1979. 


The behavioral effects of d-amphetamine were determined in 
rats responding under fixed-interval 5 minute or multiple fixed- 
interval 2.5 minute fixed-ration 30 response schedule of food 
presentation. The behavioral effects of d-amphetamine then 
were redetermined either in combination with acute doses of 
morphine or when the rats were drinking a .5 or a 1 mg/ml 
morphine solution, when the rats were undergoing withdrawal 
from morphine, and after withdrawal from morphine was pre- 
sumed complete. Across the different control rates of respond. 
ing, morphine and d-emphetamine administered alone produced 
dose related decreases in responding. The combination of d-am- 
phetamine with acute doses of morphine produced effects which 
were greater than the sum of the effects of each drug alone. 
The daily dose of oraliy consumed morphine increased through- 
out the morphine drinking period. The rats displayed gross signs 
of withdrawal, particularly large losses in bodyweight (but not 
disruption of operant responding), when the morphine solution 
was withheld for 24 hours before a session. The effects of d-am- 
phetamine were not altered during morphine drinking, during 
morphine withdrawal, or after withdrawal was presumed com- 
plete. 32 references. (Author abstract) 


003916 Lullmann-Rauch, R.; Thesleff, S. Dept. of Anatomy, 
University of Kiel, Kiel, West Germany Effects of taipoxin on 
the ultrastructure of cholinergic axon terminals in the mouse ad- 
renal medulla, Neuroscience. 4:837-841, 1979. 


The effects of intravenous injections of the neurotoxin, tai- 
poxin, on the ultrastructure of cholinergic axon terminals were 
investigated in the mouse adrenal medulla. Conspicuous changes 
were found in the ultrastructure of axon terminals upon chro- 
maffin cells in the adrenal gland. The alterations were in several 
respects similar to those previously described at the neuromus- 
cular junction. The electron density of the axoplasm was greatly 
increased and the mitochondria swollen. In many instances the 
number of synaptic vesicles was reduced. The alterations were 
more marked the longer the period of toxin action. It is suggest- 
ed that the toxin molecule, which has phospholipase A2 activi- 
ty, enters the axoplasm before exerting a hydrolytic and thereby 
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neurotoxic action on cholinergic nerve terminals. (Journal ab- 
stract modified) 


003917 Lundberg, Dag B. A.; Mueller, Robert A.; Breese, 
George R. Mueller: Dept. of Anesthesiology, School of Medi- 
cine, University of North Carolina, NCMH 204H, Chapel Hill, 
NC 27514 An evaluation of the mechanism by which serotonergic 
activation depresses respiration. Journal of Pharmacology and 
Experimental Therapeutics. 212(3):397-404, 1980. 


The central or peripheral mechanism by which serotonergic 
activation depresses respiration was explored. Systemic adminis- 
tration of 5-hydroxytryptophan (5-HTP) to pargyline treated 
animals and 5-methoxy-N,N-di-methyltryptophan (5-MDMT) 
probably depress respiration secondary to central penetration of 
these drugs, since: 1) adult rats with biochemical evidence of 
partial destruction of central serotonergic neurons after neonatal 
intracisternal 5,7-dihydroxytryptamine were supersensitive to 
the respiratory depressing effect of 5-HTP and 5-MDMT; 2) the 
ventilatory effect of the serotonergic agonists was not reduced 
by surgical deafferentiation induced by bilateral transection of 
the glossopharyngeal nerves; 3) after sectioning of the vagus 
nerve, the absolute change produced by serotonergic agonists 
was less; and 4) inhibition of peripheral aromatic amino acid de- 
carboxylase by RO-4-4602 significantly blunted the respiratory 
depressant activity of 5-HTP observed at 15 minutes, but not 
that present 30 minutes after 5-HTP. Results suggest that the 
central nervous system areas involved in respiratory control 
may be modulated at some level by the activity of central sero- 
tonergic neurons. 30 references. (Author abstract modified) 


003918 Lynch, Gary S.; Jensen, Robert A.; McGaugh, James 
L.; Davila, Kenneth; Oliver, Michael W. Dept. of Psychobio- 
logy, University of California, Irvine, CA 92717 Effects of enke- 
phalin, morphine, and naloxone on the electrical activity of the in 
vitro hippocampal slice preparation. Experimental Neurology. 
71(3):527-540, 1981. 


The effects of infusion of low concentrations of D-Ala-D- 
Leu-enkephalin, morphine, or naloxone on electrical responses 
to stimulation of the in vitro hippocampal slice preparation were 
investigated. Concentrations of enkephalin as low as 10 nM and 
morphine as low as 1 mcM dramatically increased the magni- 
tude of the population spike response of pyramidal cells to 
Schaffer commissural stimulation. Enhancement of the popula- 
tion spike by either morphine or enkephalin was blocked by the 
opiate receptor antagonist naloxone. The response to antidromic 
stimulation was not altered by enkephalin, nor was the slope of 
the dendritic response, indicating that the enkephalin effect is 
not mediated by depolarization of the pyramidal cells them- 
selves nor by facilitation of synaptic processes at the dendrites. 
The possibility that the enkephalin effect might be produced by 
alteration of either a feed forward or a feedback mechanism me- 
diated by basket cells was investigated. It is suggested that enke- 
phalin acts to alter the efficiency of a mechanisms involved in 
coupling the dendritic excitatory postsynaptic potential with the 
spike initiation mechanisms of the cell body. 18 references. 
(Author abstract modified) 


003919 Machula, A. I; Barkov, N. K.; Pokryshkin, V. I. 
Barkov: Laboratoiya, Tsentral’nyy NII sudebnoy psikhiatrii im. 
prof. Serbskogo, MZ SSSR, Moskva, USSR /The effect of psy- 
chostimulants on changes in the excitability of the visual cerebral 
cortex./ Osobennosti izmeneniy vozbudimosti zritel’noy oblasti 
kory golovnogo mozga pri deystvii psikhostimulyatorov. Far- 
makologiya i Toksikologiya. 43(4):338-341, 1980. 


The effect of psychostimulants on changes in the excitability 
of the visual cerebral cortex was studied in cats by recording 
the primary responses of the visual cortex with the aid of im- 


planted electrodes. Results show that amphetamine (0.5mg/kg), 
sydnocarb (3mg/kg), and catinon (lmg/kg) depressed the pri- 
mary response amplitude and concurrently lessened the depres- 
sion of the testing response in the primary response recovery 
cycle. Results also show that cocaine (img/kg) suppressed the 
amplitude of the primary responses and intensified the depres- 
sion of the testing primary response in the recovery cycle. 4 ref- 
erences. (Journal abstract modified) 


003920 Maeda, Kiyoshi; Frohman, Lawrence A. Frohman: Di- 
vision of Endocrinology and Metabolism, Michael Reese Medi- 
cal Center, 2900 S. Ellis Ave., Chicago, IL 60616 Neurotensin 
release by rat hypothalamic fragments in vitro. Brain Research. 
210(1-2):261-269, 1981. 


The release of neurotensin by male Sprague-Dawley rat hypo- 
thalamic fragments in vitro was studied. Neurotensin-like im- 
munoreactivity released into the incubation medium coeluted 
with synthetic neurotensin on gel filtration chromatography and 
paralleled synthetic neurotensin in radioimmunoassay. Neuroten- 
sin-like immunoreactivity released into the incubation medium 
was degraded by released hypothalamic peptidases, and this 
degradation was partially prevented by bacitracin. Neurotensin 
release was stimulated by dibutyryl cyclic AMP and by depolar- 
izing concentrations of potassium; the latter effect was calcium 
dependent. Dopamine stimulated neurotensin release in a dose 
dependent manner, and this effect was blocked by haloperidol. 
Neurotensin release was not stimulated by norepinephrine or 
serotonin. 20 references. (Author abstract modified) 


003921 Maitre, L.; Moser, P.; Baumann, P. A.; Waldmeier, P. 
C. no address Amine uptake inhibitors: criteria of selectivity. 
Acta Psychiatrica Scandinavica. 61(Suppl. 280):97-110, 1980. 


The effects of classical antidepressants and newer, potentially 
antidepressant drugs on the uptake of noradrenaline (NA) and 
serotonin (5-HT) were measured in a number of in vivo and in 
vitro test systems and the correlations between the results ob- 
tained in the different test systems were calculated. Good corre- 
lations were found between the prevention of amine depletion 
induced by H77/77 or H75/12 and the effects on amine uptake 
in synaptosomal preparations from treated animals. For between 
systems measuring peripheral and central amine uptake inhibi- 
tion the correlations were less clear, but still significant. Those 
between in vitro and in vivo test systems were generally very 
poor. It is suggested that in estimating the selectivity of amine 
uptake inhibitors, a procedure measuring central amine uptake 
in vivo should be chosen and only data relating on one single 
system should be compared. 23 references. 


003922 Mandell, Arnold J.; Bullard, Wilson P.; Yellin, Joseph 
B.; Russo, Patrick V. Dept. of Psychiatry, University of Califor- 
nia, La Jolla, CA The influence of d-amphetamine on rat brain 
striatal reduced biopterin concentration. Journal of Pharmacol- 
ogy and Experimental Therapeutics. 213(3):569-574, 1980. 


The effects of d-amphetamine on levels of reduced biopterin 
(BH4) in male Sprague-Dawley rat striatum were examined. In 
untreated rats, striatal BH4 levels varied diurnally by twofold, 
oscillating around a concentration of 3mcM. D-amphetamine 
consistently induced a decrease in BH4 levels that did not 
exceed 25 to 30%. Recovery of control levels required several 
hours. Several other psychotropic drugs, including other stimu- 
lants and phenylethylamine congeners, failed to induce a similar 
change in BH4 level. The amphetamine effect was blocked by 
methylphenidate and reserpine. The prolonged time for BH4 re- 
covery may have been due to an amph ine-induced func- 
tional uncoupling of quinonoid dihydropteridine reductase from 
striatal tyrosine hydroxylase, leading to spontaneous isomeriza- 
tion of the partially reduced pterin to its nonquinonoid form, 


which is not a substrate for the BH4 regenerating enzyme. 43 
references. (Author abstract modified) 


003923 Mangano, Richard M.; Schwarcz, Robert. Schwarcz: 
Maryland Psychiatric Research Center, P.O. Box 3235, Balti- 
more, MD 21229 The human platelet as a model for the glutama- 
tergic neuron: platelet uptake of L-glutamate. Journal of Neuro- 
chemistry. 36(3):1067-1076, 1981. 


The kinetic and pharmacological properties of glutamate 
uptake mechanisms in human platelets and rat brain crude syn- 
aptosomal preparations were compared. A sodium dependent 
high affinity L-glutamate uptake system and a temperature de- 
pendent low affinity uptake site were demonstrated in human 
platelets. Kinetic properties were similar to those in rat brain 
synaptosomes, but maximal velocity values were higher in rat 
brain. Threo-3-hydroxy-DL-aspartate, DL-aspartate-beta-hy- 
droxamate, L-glutamate, and L-aspartate had similar effects in 
the human platelet and rat brain synaptosome preparations. 
Studies of intrasubject and intersubject variability in human vol- 
unteers indicate that glutamate uptake measurements in human 
platelets are suitable for clinical studies. 34 references. (Author 
abstract modified) 


003924 Marchbanks, R. M.; Wonnacott, S.; Rubio, M. A. Dept. 
of Biochemistry, Institute of Psychiatry, London SES 8AF, 
England The effect of acetylcholine release on choline fluxes in 
isolated synaptic terminals. Journal of Neurochemistry. 
36(2):379-393, 1981. 


Choline influx into guinea-pig cortical synaptosomes was en- 
hanced after a period of depolarization-induced release of ace- 
tylcholine (ACh). Influx was stimulated by high internal con- 
centrations of choline, and efflux was stimulated by high exter- 
nal concentrations. The maximal influx and efflux at saturating 

ite concentrations of choline were equal, with a value of 
500pmol/minute/mg synaptosomal protein. Increased ACh con- 
centrations inhibited choline influx and efflux from the trans po- 
sition. Increased intrasynaptosomal ACh concentrations abol- 
ished the stimulation of influx by depolarization. It is suggested 
that high concentrations of ACh immobilize the choline carrier 
on the inside of the synaptic membrane and that ACh release re- 
7 this immobilization. 38 references. (Author abstract modi- 

) 


003925 Marin, J.; Sanchez, C. F. Depto. de Farmacologia y 
Terapeutica, Facultad de Medicina, Universidad Autonoma, C/ 
Arzobipo Morcillo, 1, Madrid 34, Spain Influence of calcium on 


tyramine 
goat pial arteries. Journal of Pharmacy and 
Pharmacology. 32(9):643-646, 1980. 


The release of tritium evoked by tyramine, potassium (K), 
and 5-hydroxytryptamine (5-HT) from goat pial arteries pre- 
loaded with tritiated noradrenaline (NA) was studied. In normal 
Krebs-bicarbonate solution, all three agents caused a transient 
increase in radioactivity release. The effects of tyramine and 5- 
HT had slow onset and decline, but K produced a rapid peak of 
3H release followed by a quick decline. Removal of calcium 
ions (Ca2) from the medium did not alter the effect of tyramine, 
markedly reduced the effect of K, and partially reduced the 
afflux evoked by 5-HT. Results indicate that K evokes NA re- 
lease from brain vessels by a Ca2 dependent process, probably 
of an exocytotic nature, whereas tyramine mediates NA release 
via a Ca2 independent mechanism. The 5-HT effect appears to 
—s both components. 16 references. (Author abstract modi- 

) 


003926 Marwaha, Jwaharlal; Palmer, Michael R.; Woodward, 
Donald J.; Hoffer, Barry J.; Freedman, Robert. Freedman: 
Dept. of Psychiatry, C268, University of Colorado Health Sci- 


Psychopharmacology Abstracts 


ences Center, 4200 E. Ninth Avenue, Denver, CO 80262 Elec- 
trophysiological evidence for presynaptic actions of phencyclidine 
on noradrenergic transmission in rat cerebellum. Journal of Phar- 
macology and Experimental Therapeutics. 215(3):606-613, 1980. 


The actions of the psychotomimetic drug phencyclidine 
(PCP) were studied using Purkinje neurons in the cerebellum of 
urethane anesthetized rats. PCP, applied by micropressure ejec- 
tion through multibarreled micropipettes, depressed the sponta- 
neous activity of these neurons as recorded by extracellular 
electrophysiological techniques. This depressant effect was 
blocked by neuroleptic drugs and lithium, both of which also 
block the depressant effects of norepinephrine, but not those of 
GABA. PCP elicited depressions could not be obtained in rats 
in which the cerebellar noradrenergic terminals had been le- 
sioned with 6-hydroxydopamine (6-OHDA). However, PCP 
was still an effective depressant in animals after destruction of 
nonnoradrenergic intrinsic excitatory and inhibitory interneur- 
ons which synapse on the Purkinje cell by neonatal X-irradia- 
tion. Further treatment of the X-irradiated animal with 6- 
OHDA resulted in Purkinje neurons which were not responsible 
to PCP. Administration of magnesium ions, which reduces the 
release of neurotransmitters from afferent terminals, also sug- 
gests that PCP acts in the cerebellum by a presynaptic mecha- 
nism involving release of norepinephrine from intact, function- 
ing noradrenergic terminals. 30 references. (Author abstract 
modified) 


003927 Marzullo, Giovanni; Friedhoff, Arnold J. Millhauser 
Laboratories, Psychiatry Dept., New York University School of 
Medicine, New York, NY 10016 COMT-A and COMT-B: cata- 
lytic differences and role of disulfides bonds. Research Report, 
NIMH Grant 5P01-MH-8618, 1980. 11 p. 


Differences between the two principal forms of the enzyme 
catechol-0-methyltransferase (COMT-A and COMT-B) are de- 
scribed, and the mechanism which is involved in the production 
of different meta/para methylation ratios is examined. For anal- 
ysis of meta/para methylation ratios, normal and isovanillic 
acids resulting from dihydroxybenzoate were separated by this 
layer chromatography. It appeared that the configuration of the 
catechol binding site of COMT-B differed from that of COMT- 
A in a way which resulted in a reduced probability of the cate- 
chol binding in a paramethylating orientation. The higher ability 
of COMT-B to methylate hydroxy groups adjacent to methoxy 
groups was also probably a reflection of the same configuration- 
al difference at the binding site. The SS bridge appeared to in- 
fluence the configuration of the catechol binding site in a way 
that reduced the probability of the paramethylating binding 
mode. This same type of disulfide bridge appeared to form be- 
tween enzyme nonomer and GSSG when homogenates were in- 
cubated with oxidized glutathione. 27 references. 


003928 Masso, J. L.; Roberts, D. J. Roberts: Dept. of Pharma- 
cology, Research Institute of Laboratorios Almirall, Cardoner 
68-74, Barcelona, Spain Comparison of the potencies of clebo- 
pride and other substituted benzamide drugs on isolated gastroin- 
testinal tract of the guinea-pig and rat. Journal of Pharmacy and 
Pharmacology. 32(10):727-728, 1980. 


The effects of the substituted benzamides clebopride, metoclo- 
pramide, and sulpiride were studied in strips of rat gastric 
fundus and portions of guinea-pig ileum and colon. Clebopride 
induced dose-related contractions in all three preparations, as 
did 5-hydroxytryptamine (5-HT). Metoclopramide was weaker 
than clebopride in all three preparations, and sulpiride was 
active only in the ileum preparation. The ileum was the most 
sensitive and the colon the least sensitive to 5-HT and the sub- 
stituted benzamides. Results indicate that clebopride is more 
potent than other substituted benzamide drugs in the gastrointes- 
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tinal tract, which is consistent with previous findings in other 
models of CNS antidopaminergic activity. 18 references. 


003929 Matthews, W. D.; McCafferty, G. P.; Setler, P. E. 
Dept. of Pharmacology, Smith Kline & French Laboratories, 
Philadelphia, PA 19101 An electrophysiological model of GABA- 
mediated neurotransmission. Neuropharmacology. 20(6):561-565, 
1981. 


Electrical stimulation of the perforant pathway in anesthe- 
tized male Sprague-Dawley rats resulted in excitation followed 
by inhibition of granule cells in the hippocampal dentate gyrus. 
Physiological, biochemical, and i xcytochemical evidence 
suggests that the inhibition of granule cell activity was mediated 
by recurrent collateral activation of an inhibitory GABA inter- 
neuron. The GABA antagonist bicuculline reduced recurrent in- 
hibition in the dentate gyrus, whereas the GABA agonist, nipe- 
cotic acid, prolonged the inhibition. The GABA uptake inhibi- 
tors guvacine and L-2,4-diaminobutyric acid enhanced the dura- 
tion of recurrent inhibition up to 75%. Strychnine had no effect 
on the duration of recurrent inhibition. Blockade of GABA syn- 
thesis with isoniazid markedly reduced or abolished the inhibi- 
tion. Results indicate that recurrent inhibition in the dentate 
gyrus is mediated by synaptically released GABA and that 
uptake into neurons or glia limits its duration of action. 19 refer- 
ences. (Author abstract modified) 


003930 Mautner, Henry G. Dept. of Biochemistry and Pharma- 
cology, Tufts University School of Medicine, Boston, MA 
02111 Acetylcholine and choline acetyltransferase. Neuroche- 
mistry International. 2(1/3):123-134, 1980. 


The thermodynamics and kinetics of the alcoholysis of thio- 
lesters are discussed in relation to choline acetyltransferase. The 
conformational and rotational barriers of acetylcholine are de- 
scribed, as is the specific inability of choline to induce depolar- 
ization. Evidence is presented for the involvement of imidazole 
and the lack of involvement of thiol groups in the active site of 
choline acetyltransferase. The interaction of coenzyme-A (CoA) 
and a series of CoA analogs and the interaction of dyes with the 
CoA binding site are discussed. The importance of the 3’-phos- 
pho group of CoA and an active site arginine for these interac- 
tions is emphasized. 75 references. 


003931 Mayer, M. L.; Straughan, D. W. Dept. of Pharmacol- 
ogy and Toxicology, University of Texas Medical Branch, Gal- 
veston, TX 77550 Effects of 5-hydroxytryptamine on central 
neurones antagonized by bicuculline and picrotoxin. Neurophar- 
macology. 20(4):347-350, 1981. 


In anesthetized Wistar rats, ionotophoretic application of bi- 
cuculline methochloride blocked the inhibitory effects of 
GABA and 5-hydroxytryptamine (5-HT) on 8 of 11 medial 
preoptic neurons. The inhibitory action of glycine was affected 
only slightly by bicuculline. The inhibitory effect of 5-HT on 
visual cortex neurons was blocked by applications of 5-HT or 
picrotoxin. Results suggest that 5-HT and GABA may act on 
the same receptor/effector complex in some neurons. 20 refer- 
ences. (Author abstract modified) 


003932 Mazurkiewicz-Kwilecki, I. M. Dept. of Pharmacology, 
Faculty of Health Sciences, School of Medicine, University of 
Ottawa, 275 Nicholas St., Ottawa, Canada KIN 9A9 Effect of 
diazepam on stress induced changes in brain histamine. Pharma- 
cology Biochemistry and Behavior. 14(3):333-338, 1981. 


Acute treatment with diazepam (2.5, 5, and 10mg/kg orally) 
did not affect the basal concentration of histamine in the hypo- 
thalamus of male Sprague-Dawley rats. The increase in hypo- 
thalamic histamine induced by 15 minutes of platform stress was 
significantly attenuated by 5 or 10mg/kg diazepam, but the ele- 


vation induced by 15 minutes of air blasts was not altered. Dia- 
zepam significantly reduced the rise in plasma corticosterone 
concentration in response to air blast stress, but did not affect 
the increase caused by platform stress. 70 references. (Author 
abstract modified) 


003933 McLennan, Peter L. Dept. of Pharmacology, Monash 
University, Clayton, Victoria, Australia, 3168 The hypothermic 
effect of clonidine and other imidazolidines in relation to their 
ability to enter the central nervous system in mice. European 
Journal of Pharmacology. 69(4):477-482, 1981. 


The ability of clonidine and structurally related imidazolidines 
to enter the CNS was studied in female Swiss mice. All the imi- 
dazolidines tested caused dose dependent reductions in body 
temperature. The drug-induced hypothermia was inhibited by 
intracisternal (but not intraperitoneal) injections of piperoxan, an 
alpha-adrenoceptor antagonist. It is concluded that the test com- 
pounds all crossed the blood-brain barrier to interact with 
alpha-adrenoceptors and cause hypothermia. These findings sug- 
gest that the failure of some imidazolidines to cause sedation 
and hypotension is not due to an inability to penetrate the 
blood-brain barrier. 20 references. (Author abstract modified) 


003934 Medvedev, B. A.; Mashkovskiy, M. D. Lab. farmakolo- 
gii, Vsesoyuznyy nauchno-issledovatel’skiy khimiko-farmatsevti- 
cheskiy institut im. S. Ordzhonikidze, Moskva, USSR /The 
effect of antidepressants on the hypotensive effect of clofelin in 
rats./ Vliyaniye antidepressantov na gipotenzivnyy effekt klofe- 
lina y krys. Farmakologiya i Toksikologiya. 43(4):374-376, 1980. 


The effect of the antidepressants azaphen, pyrazidol, inkasan, 
imipramine, and amitriptyline on the hypotensive effect of clofe- 
lin was studied in unanesthetized rats with normal arterial blood 
pressure. Results show that the antidepressants reduced the hy- 
potensive effect of clofelin. As the dosage was increased, the an- 
tidepressants themselves started to exert a hypotensive effect; 
but the antagonism to clofelin in relation to the arterial blood 
pressure was maintained. These results suggest that such an 
effect is due to the impairment of neuronal noradrenaline 
uptake, induced by the antidepressants. 12 references. (Journal 
abstract modified) 


003935 Mefford, Ivan N.; Roth, Kevin A.; Gilberg, Mark; Bar- 
chas, Jack D. Dept. of Psychiatry and Behavioral Sciences, 
Stanford University School of Medicine, Stanford, CA 94305 In 
vivo intraneuronal MAO inhibition in rat brain SKF 64139, com- 
parison to other potent PNMT inhibitors. European Journal of 
Pharmacology. 70(3):345-353, 1981. 


Acute administration of the phenylethanolamine-N-methyl- 
transferase inhibitor 7,8,dichloro-1,2,3,4-tetrahydroisoquinoline 
(SKF-64139) to male Sprague-Dawley rats increased brain sero- 
tonin levels and depleted brain levels of 5-hydroxyindolacetic 
acid, homovanillic acid, and 3,4-dihydroxyphenylacetic acid. 
Pretreatment with SKF-64139 antagonized the increase in acid 
metabolites and depletion of amines induced by reserpine. Re- 
sults suggest that SKF-64139 may be a potent intraneuronal 
monoamine oxidase inhibitor. 14 references. (Author abstract 
modified) 


003936 Messing, Rita B.; Vasquez, Beatriz J.; Samaniego, Ber- 
nardo; Jensen, Robert A.; Martinez, Joe L., Jr.; McGaugh, 
James L. Dept. of Psychobiology, University of California, 
Irvine, CA 92717 Alterations in dihydromorphine binding in cere- 
bral hemispheres of aged male rats. Journal of Neurochemistry. 
36(2):784-787, 1981. 


Equilibrium binding of 3H-dihydromorphine was assayed in 
brain regions of young and aged male F344 rats. Young rats had 


significantly higher receptor densities than old rats in the frontal 
ples, anterior cortex, and striatum. In the frontal poles, the aged 
rebated decline in receptor concentration was accompanied by a 
significant increase in the apparent affinity of dihydromorphine 
for receptors. This pattern of receptor alterations differs from 
that previously observed in aged female rats, suggesting possible 
sex differences in mechanisms underlying age related synaptic 
alterations. 18 references. (Author abstract modified) 


003937 Meyer, E. M.; Cooper, J. R. Cooper: Dept. of Pharma- 
cology, Yale University School of Medicine, 333 Cedar St., 
New Haven, CT 06510 Correlations between Na-K ATPase ac- 
tivity and acetylcholine release in rat cortical synaptosomes. Jour- 
nal of Neurochemistry. 36(2):467-475, 1981. 


The efflux of tritiated acetylcholine (3H-ACh) and the activi- 
ty of the sodium/potassium (Na/K) stimulated ATPase ion 
pump were studied concomitantly in male Sprague-Dawley rat 
cortical synaptosomes. Ouabain, strophanthidin, and parachloro- 
mercuribenzene sulfonate inhibited ouabain sensitive rubidium 
(86Rb) uptake and elevated 3H-ACh release independently of 
the external calcium concentration. Veratridine, electrical field 
stimulation, and the calcium ionophore A23187 also inhibited 
ouabain sensitive 86Rb uptake and released 3H-ACh, but by a 
calcium dependent process. Veratridine-induced 3H-ACH re- 
lease and ion pump inhibition were blocked by pretreatment 
with tetrodotoxin. Results suggest that 3H-ACh release is due at 
least in part to inhibition of Na/K stimulated ATPase. 33 refer- 
ences. (Author abstract modified) 


003938 Mikuni, Masahiko; Saito, Yoshiro; Koyama, Tsukasa; 
Yamashita, Itaru. Dept. of Psychiatry and Neurology, Hokkaido 
University School of Medicine, North 15 West 7, Kita-ku, Sap- 


poro, Hokkaido, Japan Circadian variation of cyclic AMP in the 
rat pineal gland. Journal of Neurochemistry. 36(3):1295-1297, 
1981. 

Cyclic AMP concentrations in the male Wistar-King pineal 
gland showed a distinct circadian variation, with the maximum 
level at 0200 at the lowest at 1400. Propranolol completely 
blocked the dark-induced increase in pineal cyclic AMP at 0200. 
Isoproterenol induced a rapid, threefold increase in cyclic AMP 
level at 1400, but had no effect at 0200. 26 references. (Author 
abstract modified) 


003939 Miller, Jeannette C.; Friedhoff, Arnold J. Millhauser 
Laboratories, New York University School of Medicine, 550 
First Avenue, New York, NY 10016 The effect of prenatal expo- 
sure to ethanol or opiates on brain catecholamine activity. In: 
Parvez, H., Biogenic amines in development. Elsevier/North 
Holland, 1980. (p. 709-724). 


A review is presented of the effects of prenatal exposure to 
ethanol and opiates, two classes of drugs of abuse, on central 
cholaminergic activity and related behaviors. Adverse clinical 
effects of ethanol exposure prenatally in human infants have 
analogues in animals prenatally exposed. Animal offspring exhib- 
it decreased bodyweight, and decreased brain weight, and show 
impairments in learning ability and increased motor activity. 
Limited data do not permit definitive conclusions about the per- 
manence of change in catecholamine synthesis in ethanol ex- 
posed offspring. In utero exposure to morphine or other narcot- 
ics results in growth retardation and behavioral disturbances in 
human infants. Growth retardation, postnatal mortality rate in- 
creases, tolerance to analgesic effects, disturbed mother-infant 
interaction, and have been reported in prenatal ex- 
posure studies in the rat. Further, it is not unlikely that bio- 
chemical effects of opiates observed in treated adults would 
have similar effects on brain development of catecholaminergic 
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systems and opioid peptide and receptor systems of prenatally 
and/or postnatally exposed animals. 96 references. 


003940 Misra, Chandra H.; Smith, Robert C. Section of Bio- 
logical Psychiatry, Texas Research Institute of Mental Science, 
1300 Moursund, Texas Medical Center, Houston, TX 77030 Ef- 
fects of age on dopaminergic supersensitivity induced by chronic 
fl Communications in  Psychopharmacology. 
4(5):411-415, 1980. 


The influence of age on dopaminergic supersensitivity in- 
duced by chronic fluphenazine was investigated. Twenty-five- 
month-old Fisher 344 rats terminated from chronic administra- 
tion of fluphenazine developed a 24% increase in specific bind- 
ing of spiperone in the striatum (compared to age matched 
saline controls), similar to the increase observed in 7-month-old 
fluphenazine treated rats. The older fluphenazine treated rats 
had a slightly lower increase in the Bmax of spiperone binding 
than did the younger rats. The aging rat brain retains the capac- 
ity to develop a supersensitive response to chronic neuroleptic 
administration. 13 references. (Author abstract modified) 


003941 Miyakoshi, Nobuhiro; Tanaka, Minoru; Shindo, Hideyo. 
Central Research Laboratories, Sankyo Co., Ltd., Hiromachi 1- 
2-58, Shinagawa-ku, Tokyo 140, Japan Autoradiographic studies 
on distribution of L-3,4-dihydroxyphenylalanine (L-DOPA)-14C 
and L-5-hydroxytryptophan (L-5-HTP)-14C in the cat brain. Japa- 
nese Journal of Pharmacology. 30(6):795-805, 1980. 


Autoradiography and chromatography were used to study the 
distribution and metabolism of 14C-labeled L-DOPA and 5-hy- 
droxytryptophan (5-HTP). An appreciable amount of radioac- 
tivity in the gray matter was found, but not in the white matter. 
After oral administration of L-DOPA-14C, radioactivity levels 
were high in the caudate nucleus, putamen, and pallidum. After 
i.v. administration of L-5-HTP-14C, radioactivity was high in 
the hypothalamus, raphe nucleus, substantia nigra, inferior oliva- 
lis, and caudate nucleus. After L-DOPA administration, high 
concentrations of dopamine were detected in the caudate nucle- 
us and hypothalamus. After L-5-HTP administration, high con- 
centrations of serotonin were detected in the hypothalamus and 
medulla oblongata. 18 references. (Author abstract modified) 


003942 Morley, John E.; Brammer, Gary L.; Sharp, Burt; 
Yamada, Tadataka; Yuwiler, Arthur; Hershman, Jerome M. 
Brammer: Neurobiochemistry Research Laboratory T-85, VA 
Brentwood Medical Center, 11301 Wilshire Blvd., Los Angeles, 
CA 90073 Neurotransmitter control of hypothalamic-pituitary 
thyroid function in rats. European Journal of Pharmacology. 
70(3):263-271, 1981. 


In a study of the role of monoamine neurotransmitters in the 
regulation of the hypothalamic/pituitary/thyroid axis, male 
Sprague-Dawley rats were treated acutely or chronically with 
neurotransmitter precursors (tryptophan and L-DOPA), synthe- 
sis inhibitors (p-chlorophenylalanine and alpha-methyltyrosine), 
uptake inhibitors (desipramine and zimelidine), or lithium car- 
bonate. Hypothalamic levels of thyrotropin releasing hormone 
(TRH) and somatostatin-like immunoreactivity and serum levels 
of thyrotropin, thyroxine, and triiodothyronine were deter- 
mined. Results suggested that TRH release is regulated by an 
excitatory noradrenergic system and by serotonergic and dopa- 
minergic inhibitory systems. The serotonergic influence ap- 
peared to be a factor only after activation of the central seroton- 
ergic system. Lithium increased the level of TRH in the hypo- 
thalamus. 43 references. (Author abstract modified) 


003943 Morley, John E.; Levine, Allen S. Neuroendocrine Re- 
search Laboratory, Minneapolis V.A. Medical Center, Minne- 
apolis, MN 55417 Intraventricular cholecystokini 


nt 
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produces hyperglycemia in rats. Life Sciences. 28(19):2187-2190, 
1981. 


Intraventricular administration of cholecystokinin-octapeptide 
(CCK-8) produced hyperglycemia in rats. A 250ng dose of 
CCK-8 increased plasma glycagon levels, but 2.5 and 25ng 
doses increased glucose without altering glucagon levels. Insulin 
levels were not altered by any dose of CCK-8 tested. A 14C- 
glucose tracer study showed that the hyperglycemia induced by 
CCK-8 was not due to alterations in glucose clearance. 14 refer- 
ences. (Author abstract modified) 


003944 Morris, Margaret J.; Elghozi, Jean-Luc; Dausse, Jean- 
Pierre; Meyer, Philippe. Meyer: INSERM U7, Research Unit, 
Dept.of Nephrology, Hopital Necker, 161 rue de Sevres, F- 
75015 Paris, France Alphal- and alpha2-adrenoceptors in rat ce- 
rebral cortex: effect of frontal lobotomy. Naunyn-Schmiedeberg’s 
Archives of Pharmacology. 316(1):42-44, 1981. 


Frontal lobotomy caused a reduction in the noradrenaline 
content of male Wistar rat cerebral cortex, indicating effective 
noradrenergic denervation. Changes in 3H-clonidine and 3H- 
prazosin binding after surgery revealed a reduction in the 
number of alpha2-adrenoceptors and a smaller but significant in- 
crease in the number of alphal-adrenoceptors in the lesioned 
cortex. Results indicate that alpha2-adrenoceptors located on 
presynaptic noradrenergic terminals represent only a small pro- 
portion of the total alpha2-adrenoceptor population in the cere- 
bral cortex. 22 references. (Author abstract modified) 


003945 Nagy, A. no address On the kinetics of imipramine and 
related antidepressants. Acta Psychiatrica Scandinavica. 
61(Suppl. 280):147-156, 1980. 


The kinetics of imipramine and related antidepressants are dis- 
cussed. Several observations indicate that excessive demethyla- 
tion can antagonize the therapeutic effect of antidepressants of 
the imipramine type. To date, there is no possibility of reducing 
demethylation other than by switching from oral to parenteral 
administration. Data are presented which indicate that treatment 
with imipramine-N-oxide does not increase the ratio between 
imipramine and desipramine in the plasma, but imipramine-N- 
oxide administration does increase this ratio in the blood cells 
and in the brain. A panel discussion of these topics is appended. 
16 references. 


003946 Nakadate, Teruo; Muraki, Takamura; Kato, Ryuichi. 
Dept. of Pharmacology, School of Medicine, Keio University, 
Shinanomachi, Shinjuku-ku, Tokyo 160, Japan Effects of alpha- 
and beta-adrenergic blockers on chlorpr ine-i ed elevation 
of plasma glucose and cyclic AMP in fed mice. Japanese Journal 
of Pharmacology. 30(2):199-206, 1980. 


Subcutaneous injection of chlorpromazine (CPZ) in fed male 
ddY mice caused dose dependent increases in plasma glucose 
and cyclic AMP levels, which were blocked by hexamethon- 
ium. Propranolol inhibited the increase in plasma cyclic AMP, 
but not the increase in plasma glucose. Phentolamine and yo- 
himbine suppressed the elevation of plasma glucose, but not the 
increase in plasma cyclic AMP. Results indicate that CPZ-in- 
duced hyperglycemia is mediated via stimulation of alpha-adren- 
oceptors, whereas the CPZ-induced increase in plasma cyclic 
AMP is mediated via stimulation of beta-adrenoceptors. 37 ref- 
erences. (Author abstract modified) 


003947 Nakamura, Kazuo; Okada, Toshikazu; Ishii, Hisae; Na- 
kamura, Keiji. Department of Pharmacology, Nippon Roche 
Research Center, Kamakura 247, Japan Differential effects of 
alpha-methyldopamine, clonidine and hydralazine on norepineph- 
rine and epinephrine synthesizing enzymes in the brainstem nuclei 


of spontaneously hypertensive rats. Japanese Journal of Pharma- 
cology. 30(1):1-10, 1980. 


Repeated administration of clonidine to spontaneously hyper- 
tensive rats (SHR) markedly lowered dopamine-beta-hydroxy- 
lase (DBH) activity in the locus coeruleus and increased it in 
the spinal intermediolateral column. Alpha-methyldopa tended 
to lower DBH activity in the medullary nucleus tractus solitarii 
and Al cell areas. Clonidine-induced inhibition of 3H-norepin- 
ephrine binding to crude synaptic membranes of SHR or Kyoto 
Wistar control rats was seven times greater than that of alpha- 
methyl-norepinephrine. Clonidine and hydralazine lowered 
phenylethanolamine N-methyltrasferase (PNMT) activity in the 
nucleus hypothalamicus posterior of SHR to control levels. 
Clonidine, hydralazine, and alpha-methyldopa increased PNMT 
in the nucleaus paraventricularis. Peripherally active hydrala- 
zine increased PNMT activity in the NTS and reduced activity 
in the Al cell of SHR to control level. 39 references. (Author 
abstract modified) 


003948 Near, Joseph A.; Mahler, Henry R. Mahler: Dept. of 
Chemistry, Indiana University, Bloomington, IN 47405 Dopa- 
mine receptors in subcellular fractions from bovine caudate: en- 
richment of (3H)spiperone biading in a membrane 
fraction. Journal of Neurochemistry. 36(3):1142-1151, 1981. 


Specific binding of tritiated dopamine, spiperone, and N-pro- 
pylnorapomorphine (NPA) in subcellular fractions from bovine 
caudate nucleus was examined. All fractions contained at least 
two sets of specific binding sites for 3H-spiperone and a single 
class of high affinity sites for 3H-dopamine. At least two classes 
of receptors were labeled by 3H-NPA. The binding of 3H-spi- 
perone in a postsynaptic membrane fraction extracted and sepa- 
rated from synaptic plasma membranes (SPM) was enriched two 
to threefold over that in unfractionated SPM, with concomitant 
decrease in 3H-dopmaine binding. The enrichment in spiperone 
receptors was almost entirely due to an increase in the number 
of low affinity binding sites, suggesting these sites are associated 
with the postsynaptic membrane. 41 references. (Author abstract 
modified) 


003949 Neff, N. H.; Parenti, M.; Gentleman, S.; Olianas, M. C. 
Laboratory of Preclinical Pharmacology, NIMH, St. Elizabeths 
Hospital, Washington, DC 20032 Modulation of dopamine recep- 
tors by opiates. (Unpublished paper). Bethesda, MD, NIMH, 
1980. 9 p. 


Evidence is presented in support of the view that opiate re- 
ceptors are in communication with the dopamine receptor com- 
plex and act as modulators of the responsiveness of the dopa- 
mine adenylate-cyclase system. Research using rat striatal mem- 
branes is cited to demonstrate that morphine inhibits dopamine 
activated adenylate-cyclase; and that opioid peptides, but not 
other neuropeptides, inhibit dopamine stimulated adenylate-cy- 
clase. A simple model is proposed to explain similarities in phar- 
macology between neuroleptic drugs and narcotics. Both classes 
of compounds prevent dopamine stimulating its receptor. Neur- 
oleptics displace dopamine from its receptor site, while opiates 
do not displace, but prevent dopamine from activating adeny- 
late-cyclase, perhaps by interacting with the GTP binding site. 
Such a mechanism implies that endogenous opiate peptides play 
a physiological role in dampening dopamine receptor respon- 
siveness. The model would also predict that chronic treatment 
with morphine produces supersensitivity of the dopamine adeny- 
late-cyclase system. 16 references. 


003950 Nimit, Y.; Skolnick, P.; Daly, J. W. Daly: Bldg. 4, 
Room 212, NIH, Bethesda, MD 20205 Adenosine and cyclic 
AMP in rat cerebral cortical slices: effects of adenosine uptake 


inhibitors and adenosine deaminase inhibitors. Journal of Neuro- 
chemistry. 36(3):908-912, 1981. 


The adenosine deaminase inhibitor 2’-deoxycoformycin (2’- 
DCF) slightly increased the basal, adenosine elicited, and nore- 
pinephrine elicited accumulations of cyclic AMP in male Spra- 
gue-Dawley rat cortical slices. Dipyridamole, an adenosine 
uptake inhibitor, had an even greater effect on cyclic AMP ac- 
cumulations, and the effects of combinations of 2'-DFC and di- 
pyridamole were greater than those of either compound alone. 
Neither agent signficantly augmented accumulations of cyclic 
AMP elicited by veratridine, a depolarizing agent. 20 references. 
(Author abstract modified) 


003951 Nishi, Hiroyoshi; Watanabe, Shigenori; Ueki, Showa. 
Pharmacology Group, Research Laboratory, Mitsubishi Yuka 
Pharmaceutical Co. Ltd., Ami-cho, Ibaraki 300-03, Japan Effect 
of median raphe stimulation on hippocampal seizure discharge in- 
duced by carbachol in the rabbit. Japanese Journal of Pharmacol- 
ogy. 30(5):759-762, 1980. 


Carbachol (Smcg) administered into the rabbit dorsal hippo- 
campus elicited a seizure discharge, but this effect was not seen 
when carbachol was given after electrical stimulation of the 
median raphe nucleus. The inhibitory effect of raphe stimulation 
on carbachol discharge was completely blocked by pretreatment 
with p-chlorophenylalanine. Results suggest that serotonin re- 
leased by raphe stimulation plays an inhibitory role in the mani- 
festation of carbachol-induced hippocampal seizure discharge. 9 
references. 


003952 Nistico, G.; Ientile, R.; Rotiroti, D.; Lanotte, M.; Di 
Giorgio, R. M. Institute of Pharmacology, University of Mes- 
sina, Messina, Italy Evidence to suggest that dopamine-induced in- 
crease in GABA concentrations in chick brain is mediated through 
cyclic AMP. Journal of Pharmacy and Pharmacology. 32(9):663- 
664, 1980. 


Administration of (-)-dopa or apomorphine into the third ce- 
rebral ventricle of Rhode Island Red chicks significantly stimu- 
lated GABA synthesis in the diencephalon. Intracerebroventri- 
cular injection of dibutyryl cyclic AMP or adenosine in chicks 
pretreated with aminophylline also increased GABA content 
and glutamic acid decarboxylase (GAD) activity. Results indi- 
cate that GABA synthesis is increased in conditions of increased 
dopaminergic activity and suggest that dopamine receptors cou- 
pled to adenylate cyclase may regulate GAD activity. 21 refer- 
ences. 


003953 O'Fallon, James V.; Brosemer, Ronald W.; Harding, 
Joseph W. Harding: Dept. of Veterinary and Comparative 
Anatomy, Washington State University, Pullman, WA 99164 
The Na,K-ATPase: a plausible trigger for voltage-i dent re- 


lease of cytoplasmic 
mistry. 36(2):369-378, 1981. 


The release of neurotransmitters from eight regions of male 
Swiss-Webster mouse brain in response to 60mM potassium or 
20mcM ouabain, a specific inhibitor of sodium/potassium stimu- 
lated adenosine triphophatase, was studied. Potassium was supe- 
rior to ouabain in releasing biogenic amines. Putative amino acid 
transmitters generally were released by both agents. The pattern 
of release suggested that potassium initiated the release of trans- 
mitter from both vesicular and cytoplasmic pools, while ouabain 
stimulated stimulated release only from the cytoplasm in a volt- 
oe independent manner. 69 references. (Author abstract modi- 

) 


003954 Osborne, Neville N. Nuffield Laboratory of Ophthal- 
mology, University of Oxford, Walton St., Oxford OX2 6AW, 
England Binding of (3H)-muscimol, a potent gamma-aminobutyric 


Journal of ‘Neuroche- 
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acid receptor agonist, to membranes of the bovine retina. British 
Journal of Pharmacology. 71(1):259-264, 1980. 


The binding of 3H-muscimol to crude membrane preparations 
of bovine retina was studied, using a filtration method to isolate 
membrane bound ligand. Specific binding was saturable and oc- 
curred at two binding sites with affinity constants of 4.3nM and 
38.2nM. Binding was sodium independent, enhanced by freezing 
or Triton-X-100 treatment, and abolished by sodium laurylsul- 
phate. The binding sites showed a high degree of pharmacologi- 
cal specificity, GABA was a potent displacer of 3H-muscimol. 
Specific 3H-muscimol binding was greater in subcellular frac- 
tions enriched with photoreceptor synaptosomes than in frac- 
tions enriched with conventional synaptosomes. 20 references. 
(Author abstract modified) 


003955 Palkovits, Miklos; Raisman, Rita; Briley, Michael; 
Langer, Salomon Z. Langer: LERS, Synthelabo, Dept. of Biol- 
ogy, 58 Rue de la Glaciere, F-75013 Paris, France Regional dis- 
tribution of (3H)imipramine binding in rat brain. Brain Research. 
210(1-2):493-498, 1981. 


The binding of 3H-imipramine in 23 microdissected areas of 
male Sprague-Dawley rat brain was compared with published 
values for endogenous levels of serotonin, noradrenaline, and 
dopamine in these areas. The density of 3H-imipramine binding 
sites was highly correlated with the distribution of endogenous 
serotonin, especially serotonin localized in nerve terminals. The 
distribution of 3H-imipramine binding was weakly correlated 
with the distribution of endogenous noradrenaline, but showed 
no correlation with the distribution of endogenous dopamine. 22 
references. (Author abstract modified) 


003956 Palmer, Gene C.; Palmer, S. Jo; Legendre, Janet L. 
Dept. of Pharmacology, University of South Alabama College 
of Medicine, Mobile, AL 36688 Guanylate cyclase--cyclic GMP 
in mouse cerebral cortex and cerebellum: modification by anticon- 
vulsants. Experimental Neurology. 71(3):601-614, 1981. 


The modification by anticonvulsants of guanylate cyclase and 
cyclic GMP was studied in mouse cerebral cortex and cerebel- 
lum preparations. Incubated tissue slices readily accumulated 
cyclic GMP in response to challenge by ouabain, NaN3, 
NH2OH, or KCl, but not |-glutamate, l-aspartate, glycine, 
GABA, kainic acid, and the calcium ionophore, A-23187. Inhi- 
bition of the ouabain-induced accumulation of cyclic GMP was 
evident with valproate, carbamazepine, clonazepam, phenytoin, 
and phenobarbital. Only phenytoin blocked the action of KCl, 
and cyclic GMP responses to NaN3 were inhibited by high con- 
centrations of valproate, carbamazepine, phenytoin, or pheno- 
barbital. Results suggest that anticonvulsant drug actions with 
regard to central cyclic GMP systems are related to the Na-in- 
duced depolarization of nerve tissue and not to any direct action 
on the guanylate cyclase enzyme. 33 references. (Author ab- 
stract modified) 


003957 Palmer, Michael R.; Hoffer, Barry J. Dept. of Pharma- 
cology, C236, University of Colorado Health Sciences Center, 
4200 E. Ninth Avenue, Denver, CO 80262 Catecholamine modu- 
lation of enkephalin-induced electrophysiological responses in ce- 
rebral cortex. Journal of Pharmacology and Experimental 
Therapeutics. 213(2):205-215, 1980. 


The interaction between ‘ocally applied D-Ala2-methionine 
enkephalinamide (2dA) and catecholamine inputs to frontal 
cortex was investigated in rats. Parenteral administration of an- 
tipsychotic agents known to block catecholamine receptors, 
such as spiroperidol, alpha-flupenthixol, and ()-butaclamol, re- 
versibly antagonized enkephalin-induced depressions. The bio- 
chemically inactive isomers of these antipsychotics, beta-flu- 


—— 
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penthixol, and (-)-butaclamol, manifested no such activity. Uni- 
lateral lesions of the catecholaminergic projections to frontal 
cortex, produced by interstitial injection of 6-hydroxydopamine, 
resulted in an ipsilateral decrease in 2dA efficacy and in an 
elimination of the antogonisms of 2dA depressions by antipsy- 
chotic agents. The depressions caused by 2dA were not antago- 
nized by iontophoretically applied Mg. It is concluded that 
intact catecholaminergic transmissions are required for the full 
expression of enkephalin-induced depressions in frontal cortex 
and that this mechanism probably does not involve presynaptic 
release. These results suggest thai catecholamines may act as 
postsynaptic modulators to augment responsiveness to enkepha- 
lins. 66 references. (Author abstract modified) 


003958 Parenti, M.; Gentleman, S.; Olianas, M. C.; Neff, N. H. 
Laboratory of Preclinical Pharmacology, WAW 134, St. Eliza- 
beths Hospital, Washington, DC 20032 The dopamine receptor 
complex: biochemical consequences of supersensitivity induced by 
treatment with 6-hydroxydopamine or morphine. Washington, 
DC, NIMH, 1980. 7 p. 


The biochemical consequences which occur when dopamine 
receptors become supersensitive by treatment with 6-hydroxy- 
dopamine (6-OHDA) or morphine were investigated to further 
investigate CNS adaptive mechanisms for maintaining neuroche- 
mical homeostasis in the rat. Evidence is presented to support 
the hypothesis that common biochemical mechanisms are re- 
sponsible for the dopamine activated adenylate-cyclase supersen- 
sitivity induced by denervation with 6-OHDA and morphine de- 
pendence. The changes are apparently the result of a decreased 
ability of dopamine to interact favorably with its receptor com- 
plex in vivo. Denervation decreases the quantity of dopamine 
released by nerve impulses, while morphine prevents dopamine 


from activating adenylate-cyclase. The mechanisms for develop- 
ment of supersensitivity are unclear, but the findings indicate 
that supersensitivity is clearly the consequence of integrated 
changes of the receptor complex. 9 references. (Author abstract 
modified) 


003959 Patrick, Robert L. Box G, Division of Biology and 
Medicine, Brown University, Providence, RI 02912 Phenylethy- 
lamine effects on dopamine synthesis: structure-activity relation- 
ships. (Unpublished paper). Research Report, NIMH Grant 
5RO1-MH-31706, 1980. 21 p. 


The effects of substituents on phenylethylamine and amphet- 
amine-induced alterations in dopamine synthesis were studied in 
rat brain synaptosomal preparations isolated from the corpus 
striatum. The synthesis stimulation normally observed with 
phenylethylamine and amphetamine was converted into an inhi- 
bition by the addition of a p-hydroxy substituent on the ring. B- 
hydroxy substitution on the side chain somewhat lowered, but 
did not prevent, synthesis stimulation; the presence of both a B- 
hydroxy and p-hydroxy substituent increased the inhibitory ef- 
fects, with 45% inhibition produced by 20 mcM dl-octopamine 
and 50% inhibition produced by 20 mcM dl-p-hydroxynorephe- 
drine. The addition of an N-methyl substituent on d-amphet- 
amine to form d-methamphetamine did not alter significantly the 
stimulatory potency of amphetamine. Tyramine-induced synthe- 
sis inhibition was prevented by preincubation with cocaine. Am- 
phetamine antagonized the synthesis stimulation produced by 
the depolarizing agent veratridine, but tyramine did not have 
this effect. These findings suggest that the parent phenylethyla- 
mine compounds interact with an intracellular regulatory site, 
possibly related to calcium flux and/or dopamine release, that is 
not affected by the p-hyroxy derivatives. 28 references. (Author 
abstract modified) 


003960 Patrick, Robert L.; Berkowitz, Alan L.; Regenstein, 
Anne C. Neuroscience Section, Division of Biology and Medi- 


cine, Brown University, Providence, RI 02912 Effects of in vivo 
amphetamine administration on dopamine synthesis regulation in 
rat brain striatal synaptosomes. (Unpublished paper). Research 
Report, NIMH Grant 5R01-MH-31706, 1980. 26 p. 


The stimulation of dopamine synthesis in rat brain striatal syn- 
aptosomes produced by the depolarizing agent veratridine is re- 
duced markedly by prior in vivo amphetamine administration. 
The effect apparently was not due to an interference with the 
depolarization process per se, since veratridine-induced inhibi- 
tion of tyrosine uptake, a biochemical correlate of depolariza- 
tion, was unaffected by amphetamine. Antagonism of veratri- 
dine-induced synthesis stimulation was not duplicated by an in 
vivo treatment with pargyline, apomorphine, gamma-butyrolac- 
tone, or haloperidol, suggesting that this effect may be due to a 
direct cellular action of amphetamine. In vitro amphetamine-in- 
duced synthesis stimulation was not reduced, but this stimula- 
tion was altered in character and was no longer calcium de- 
pendent. A similar loss of calcium dependency was observed 
following in vivo reserpine treatment. These results suggest in 
vivo amphetamine treatment can markedly alter the interactions 
between tyrosine hydroxylase and synaptosomal dopamine pools 
that may be involved in regulation of catecholamine formation. 
44 references. (Author abstract modified) 


003961 Patsalos, P. N.; Lascelles, P. T. Dept. of Neurobiology 
and Anatomy, University of Texas Medical School, P.O. Box 
20708, Houston, TX 77025 Changes in regional brain levels of 
amino acid putative neurotransmitters after prolonged treatment 
with the anticonvulsant drugs diphenylhydantoin, phenobarbitone, 
sodium valproate, ethosuximide, and sulthiame in the rat. Journal 
of Neurochemistry. 36(2):688-695, 1981. 


The effects of 10 day treatment with anticonvulsant drugs on 
regional brain concentrations of amino acid neurotransmitters 
were studied in male Wistar rats. Diphenylhydantoin significant- 
ly reduced cerebellar GABA, taurine, and aspartate and hypo- 
thalamic GABA and aspartate. Sodium valproate significantly 
elevated GABA and taurine in most regions. Phenobarbitone 
significantly elevated GABA in all brain regions and increased 
taurine in the cerebral cortex. Ethosuximide induced relatively 
small changes. Complex changes were seen after sulthiame or 
combinations of anticonvulsants. 48 references. (Author abstract 
modified) 


003962 Paul, Steven M.; Rehavi, Moshe; Rice, Kenner C.; 
Ittah, Yitzhak; Skolnick, Phil. Clinical Psychobiology Branch, 
NIMH, Bethesda, MD 20205 Does high affinity (3H) imipramine 
binding label serotonin reuptake sites in brain and platelet? Life 
Sciences. 28(24):2753-2760, 1981. 


To establish whether high affinity (3H)imipramine binding 
sites (recently demonstrated in membrane preparations from rat 
brain, human platelet, and human brain) are associated with 
either platelet or neuronal uptake of serotonin, the relative po- 
tencies of a series of tricyclic antidepressants in inhibiting 
(3H)imipramine binding and serotonin uptake were determined 
under identical assay conditions. A close correlation between in- 
hibition of serotonin uptake and (3H)imipramine binding was 
observed. In addition, electrolytic lesions of the midbrain raphe 
produced a decrease in (3H)imipramine binding in hypothalamic 
synaptosomes that paralleled the decrease in (3H)serotonin 
uptake. Finally, incubation of synaptosomal membranes with 
2,8-dinitroimipramine, an irreversible inhibitor of (3H) imipra- 
mine binding, produced a dose dependent decrease in serotonin 
uptake, without altering the uptake of norepinephrine or dopa- 
mine. Results strongly suggest that high affinity binding of 
(3H)imipramine selectively labels serotonin uptake sites in brain 
and platelet. 19 references. (Author abstract modified) 


003963 Perkins, M. N.; Stone, T. W. Dept. of Physiology, St. 
George’s Hospital Medical School, University of London, 
London SW17 ORE, England 4-Aminopyridine blockade of 
neuronal depressant responses to adenosine triphosphate. British 
Journal of Pharmacology. 70(3):425-428, 1980. 


Microiontophoretic application of adenosine, adenosine mono- 
phosphate, and adenosine triphosphate depressed the firing rate 
of neurons in the male Porton Wistar rat cerebral cortex. Simi- 
lar application of 4-aminopyridine blocked the depressant effects 
of the purines without affecting responses to GABA. This 
blockade was effected against purine depressions of spontaneous 
as well as glutamate evoked activity, which suggests the interac- 
tion occurred postsynaptically. 31 references. (Author abstract 
modified) 


003964 Peroutka, Stephen J.; Snyder, Solomon H. Snyder: 
Dept. of Neuroscience, Johns Hopkins University School of 
Medicine, Baltimore, MD 21205 Regulation of serotonin2 (5- 
HT2) receptors labeled with (3H)spiroperidol by chronic treat- 
ment with the antidepressant amitriptyline. Journal of Pharma- 
cology and Experimental Therapeutics. 215(3):582-587, 1980. 


Regulation of serotonin2 (5-HT2) receptors labeled with 
(3H)spiroperidol by chronic amitriptyline treatment was investi- 
gated. Chronic but not acute treatment with the tricyclic anti- 
depressant amitriptyline reduced binding to 5-HT2 receptors by 
(3H)spiroperidol and beta-adrenergic receptor binding of 
(3H)dihydroalprenolol in brain membranes. The decrease is time 
dependent, gradually reversible, and represents a change in the 
number of binding sites with no alteration in drug affinities for 
5-HT2 receptors. The effect can be observed at daily doses of 
2.5mg/kg, similar to clinically effective doses in humans. At all 
doses and time intervals, the decrease in 5-HT2 receptors is 
more marked than the concurrent change in total beta-adrener- 
gic receptor binding. The properties of 5-HT2 receptor reduc- 
tion after chronic antidepressant treatment indicate that this al- 
teration could be associated with therapeutic response. 29 refer- 
ences. (Author abstract modified) 


003965 Persson, Bengt; Henning, Matts. Dept. of Pharmacol- 
ogy, Fack, S-400 33 Goteborg, Sweden Central cardiovascular 
and biochemical effects of baclofen in the conscious rat. Journal 
of Pharmacy and Pharmacology. 32(6):417-422, 1980. 


Baclofen (1.25 to 10mg/kg i.p.) elicited dose dependent in- 
creases in blood pressure and heartrate in conscious male Spra- 
gue-Dawley rats. Similar responses were observed after intracis- 
ternal or intracerebroventricular administration of 0.125 to 
Imcg/kg baclofen. The cardiovascular effects of i.p. baclofen 
were antagonized by pretreatment with phenoxyb i 
bethanidine, or hexamethonium and were significantly attenuat- 
ed by combined pretreatment with alpha-methyl-m-tyrosine and 
alpha-methyl-p-tyrosine. Responses to baclofen were not affect- 
ed by bilateral adrenal demedullation but were abolished by 
pentobarbitone anesthesia. At i.p., doses used in the circulatory 
studies, baclofen increased endogenous concentrations of brain 
dopamine and decreased dopamine utilization, but only slightly 
affected brain norepinephrine concentration and utilization. 34 
references. (Author abstract modified) 


003966 Petersen, Erling N. Dept. of Pharmacology, A/S Fer- 
rosan, Sydmarken 5, DK-2860 Soeborg, Denmark Pre- and post- 
in vivo, 


synaptic alpha-adrenoceptor antagonism by neuroleptics 
European Journal of Pharmacology. 69(4):399-405, 1981. 

The antagonistic actions of neuroleptics at presynaptic alpha- 
adrenoceptors of the sympathetic nerves to rat heart and at 
postsynaptic alpha-adrenoceptors in the systemic vascular circu- 
lation of rats were studied. Yohimbine (0.1mg/kg) was more 
active at presynaptic receptors than at postsynaptic receptors, 
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whereas the reverse was true for prazosin (0.02 to Smg/kg). 
Phentolamine (1 to Smg/kg) was very active at both receptors. 
Melperone, haloperidol, thioridazine, and flupenthixol (0.1 to 
5mg/kg) were more selective antagonists at postsynaptic alpha- 
adrenoceptors than prazosin. Clozapine, chlorpromazine, and 
chlorprothixene (0.1 to Smg/kg) were antagonists at both types 
of receptors. It is suggested that neuroleptics with presynaptic 
alpha-adrenoceptor antagonism may enhance the activity of 
beta-adrenergic systems indirectly in peripheral organs and in 
the CNS. 15 references. (Author abstract modified) 


003967 Peyer, Mark; Pletscher, Alfred. Pletscher: Dept. of Re- 
search, University Clinics, Kantonsspital Basel, CH-4031 Basel, 
Switzerland Liberation of catecholamines and 5-hydroxytrypta- 
mine from human blood-platelets. Naunyn-Schmiedeberg’s Ar- 
chives of Pharmacology. 316(1):81-86, 1981. 


The release of 3H-dopamine, 3H-noradrenaline, and 14C-5-hy- 
droxytryptamine from normal and reserpinized human blood 
platelets was examined. The effects of thrombin and various 
amine releasing drugs on platelets were compared with reported 
drug effects on monoaminergic neurons. Results indicate that 
platelets are not a completely satisfactory model for monoamin- 
ergic neurons, particularly catecholaminergic neurons. 21 refer- 
ences. (Author abstract modified) 


003968 Philippu, Athineos; Diet], Hans; Eisert, Albert. Institut 
fur Pharmakologie und Toxikologie der Universitat Wurzburg, 
Versbacher Strasse 9, D-8700 Wurzburg, West Germany Hypo- 
tension alters the release of catecholamines in the hypothalamus 
of the conscious rabbit. European Journal of Pharmacology. 
69(4):519-523, 1981. 


The effects of changes in blood pressure on the release of ca- 
techolamines in the hypothalamus of conscious, freely moving 
rabbits were examined. After the posterior hypothalamic nucle- 
us was superfused with cerebrospinal fluid, an i.v. injection of 
nitropurisside elicited a fall of arterial blood pressure and an in- 
crease in the rates of release of endogenous catecholamines in 
the posterior hypothalamic nucleus. Noradrenaline increased 
blood pressure but did not alter the release of catecholamines. 
Results suggest that hypotension leads to a counteracting in- 
crease in the release of catecholamines in the posterior hypo- 
thalamus. 4 references. (Author abstract modified) 


003969 Phillis, J. W.; Jiang, Z. G.; Chelack, B. J. Dept. of 
Physiology, College of Medicine, University of Saskatchewan, 
Saskatoon, Saskatechwan S7N OWO, Canada Effects of ethanol 
on acetylcholine and adenosine efflux from the in vivo rat cerebral 
cortex. Journal of Pharmacy and Pharmacology. 32(12):871-872, 
1980. 


Ethanol significantly depressed the efflux of acetylcholine 
from male Sprague-Dawley and Wistar rat cortex, but did not 
significantly alter the efflux of adenosine and its metabolites. Re- 
sults suggest that the central actions of ethanol may be mediated 
by cholinergic rather than purinergic mechanisms. 19 references. 


003970 Poddar, Mrinal K.; Dewey, William L. Dewey: Dept. 
of Pharm., Medical College of Virginia, Virginia Common- 
wealth University, Box 613, MCV Station, Richmond, VA 
23298 Effects of cannabinoids on catecholamine uptake and re- 
lease in hypothalamic and striatal synaptosomes. Journal of Phar- 
macology and Experimental Therapeutics. 214(1):63-67, 1980. 


The effects of delta9-tetrahydrocannabinol (delta9-THC), 
delta8-tetrahydrocannabinol (delta8-THC), cannabinol (CBN), 
and cannabidiol (CBD) on the uptake and release of tritiated do- 
pamine (DA) and norepinephrine (NE) from synaptosomes from 
male Sprague-Dawley rat corpus striatum and hypothalamus 
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were examined. Delta9-THC and delta8-THC had biphasic ef- 
fects on uptake and release of DA and NE in both tissues. Low 
concentrations of delta9-THC and delta8-THC stimulated 
uptake of DA and NE and inhibited their release; high concen- 
trations inhibited uptake and stimulated release. High concentra- 
tions of CBN and CBD inhibited uptake and stimulated release 
of DA and NE in both brain regions; no significant effects were 
observed with low concentrations of CBN or CBD. 27 refer- 
ences. (Author abstract modified) 


003971 Pokorski, M.; Grieb, P.; Wideman, J. Institute for Envi- 
ronmental Medicine, University of Pennsylvania School of 
Medicine, Philadelphia, PA 19104 Opiate system influences cen- 
tral respiratory chemosensors. Brain Research. 211(1):221-226, 
1981. 


When applied to the intermediate chemosensitive areas of the 
ventrolateral medulla of pentobarbitone anesthetized cats, fen- 
tanyl depressed ventilation and naloxone stimulated ventilation. 
These responses could not be evoked from neighboring areas. 
Results suggest that endogenous opiates are involved in the cen- 
tral regulaton of respiration. 19 references. 


003972 Polesskaya, M. M.; Yumatov, Ye. A. Lab. emotsiy i 
emotsional’nykh stressov, NII normal’noy fiziologii imeni P. K. 
Anokhina, AMN SSSR, Moskva, USSR /Convergent properties 
and chemical sensitivity of midbrain reticular formation neurons 
of unanesthetized rabbits./ Konvergentnyye svoystva i khimi- 
cheskaya chuvstvitel'nost’ neyronov retikulyarnoy formatsii 
srednego mozga nenarkotizirovannykh krolikov. Fiziologiches- 
kiy Zhurnal SSSR imeni I. M. Sechenova. 66(9):1319-1324, 
1980. 


Convergent properties and chemical sensitivity of midbrain 
reticular formation neurons were studied in 38 unanesthetized 
and nonimmobilized rabbits. A stimulating macroelectrode was 
implanted in the region of the ventromedial hypothalamus. 
Using a multichannel glass microelectrode the impulse activity 
of individual neurons of the midbrain reticular formation was re- 
corded extracellularly, and biologically active substances were 
applied electrophoretically. Neuronal responses of the midbrain 
reticular formation to light and sound stimuli and to biologically 
negative stimuli (electrical skin stimulation and stimulation of 
the ventromedial hypothalamus) were compared to neuronal 
sensitivity to microiontophoretic administration of acetylcholine, 
noradrenaline, and serotonin. Results show that the reticular 
neurons have interrelated convergent and chemical properties, 
which suggest the neurochemical maintenance of the integrative 
activity of these neurons. However, results show no significant 
correlation between neuronal responses to particular types of 
stimulation and neuronal sensitivity to a particular transmitter. 
13 references. (Journal abstract modified) 


003973 Pong, Sheng-Shung; Wang, Ching C.; Fritz, Lawrence 
C. Merck Institute for Therapeutic Research, Rahway, NJ 
07065 Studies on the mechanism of action of avermectin Bla: 
stimulation of release of gs inobutyric acid from brain 
synaptosomes. Journal of Neurochemistry. 34(2):351-358, 1980. 


Avermectin-Bla, a novel macrocyclic lactone antiparasitic 
agent, caused a marked and sustained increase of gamma-amino- 
butyric acid release from rat brain synaptosomes. A concentra- 
tion of 8mcM to 10mcM of avermectin-Bla produced the maxi- 
mal effect, while the half maximal level was achieved at 2mcM 
to 3mcM. The drug also stimulated gamma-aminobutyric acid 
release from synaptosomes in calcium free medium, which was 
28% lower than that in the 1.8mM Ca2 medium. The compound 
did not, however, affect the synaptosomal release of glutamate. 
At the lobster neuromuscular junction, avermectin-Bla reduced 
the input resistance of muscle fibers in control Ringer’s solution 


as well as in Ringer’s solution in which Co2 was substituted for 
Ca2. This observation is in accordance with the Ca2 independ- 
ent stimulation of gamma-aminobutyric acid release seen with 
synaptosomes. A good correlation between antiparasitic activity 
and gamma-aminobutyric acid releasing activity has been found 
among various derivatives of avermectin-Bla, which suggests 
that the ability of the drug to release its neurotransmitter may 
be the basis of its antiparasitic action. 29 references. (Author ab- 
stract modified) 


003974 Preskorn, Sheldon H.; Hartman, Boyd K.; Raichle, 
Marcus E.; Clark, H. Brent. Dept. of Psychiatry, 4940 Audubon 
Avenue, Washington University School of Medicine, St. Louis, 
MO 63110 The effect of dibenzazepines (tricyclic antidepressants) 
on cerebral capillary permeability in the rat in vivo. Journal of 
Pharmacology and Experimental Therapeutics. 213(2):313-320, 
1980. 


The effects of dibenzazepines on cerebral capillary permeabil- 
ity were investigated in the rat in vivo. The degree of equilibra- 
tion of (3H)water across the cerebral capillary was evaluated by 
measuring its cerebral extraction fraction (Ew) using a dual 
label radiactive tracer technique. All tricyclic antidepressants in- 
creased Ew as compared to base line. The rank order of the 
drugs in producing this response was doxepin greater than ami- 
triptyline greater than imipramine greater than notriptyline 
greater than desmethylimipramine greater than protriptyline. 
The effect of amitriptyline, the prototype tricyclic for this 
study, was rapid in onset, reversible, dose dependent, and gener- 
alized throughout the brain. Amitriptyline also induced a 
marked increase in the cerebral extraction fraction of 
(3H)ethanol. A difference in the time course of the drug effect 
on these two tracers indicates that the elevation in Ew is due to 
the increase in cerebral capillary permeability to both polar and 
lipid soluble substances. Results demonstrate that tryicyclic anti- 
depressants have important central effects on nonneuronal 
tissue. 28 references. (Author abstract modified) 


003975 Propst, Friedrich; Hamprecht, Bernd. Hamprecht: Insti- 
tut fur Physiologische Chemie der Universitat, Koellikerstr. 2, 
D-8700 Wurzburg, West Germany Opioids, noradrenaline and 
GTP analogs inhibit cholera toxin activated adenylate cyclase in 
neuroblastoma x glioma hybrid cells. Journal of Neurochemistry. 
36(2):580-588, 1981. 


Adenylate-cyclase in homogenates of neuroblastoma/glioma 
hybrid cells was inhibited by D-Ala2-MetS-enkephalin, mor- 
phine, and noradrenaline in a dose dependent manner, even after 
preactivation of the enzyme by cholera toxin. The effect of D- 
Ala2-Met5-enkephalin on cholera toxin activated enzyme was 
immediate in onset and rapidly reversed by naloxone. Guanyl-5’- 
yl-imidodiphosphate (GppNHp) stimulated basal enzyme activi- 
ty, but inhibited enzyme activity activated by cholera toxin or 
prostaglandin-E1; stimulation occurred at concentrations of 
100mcM or above, but inhibition occurred at concentrations as 
low as 0.l1mcM. The inhibitory effect of GppNHp was antago- 
nized by GTP. Results suggest that two separate guanyl nucleo- 
tide binding sites associated with adenylate-cyclase in the hybrid 
cells may mediate stimulation and inhibition of the enzyme by 
hormones. 42 references. (Author abstract modified) 


003976 Pycock, C. J.; Horton, R. W. Dept. of Pharmacology, 
Medical School, University of Bristol, Bristol, England Dopa- 
mine-dependent hyperactivity in the following manipulation of 
GABA mechanisms in the region of the nucleus accumbens, Jour- 
nal of Neural Transmission. 245:17-33, 1979. 


The effect of manipulation of g ybutyric acid 
(GABA) mechanisms in the region of the nucleus accumbens on 
dopamine dependent locomotor hyperactivity in the rat was 


studied. Two models of hyperactivity were used: the injection 
of dopamine into the region of the nucleus accumbens in niala- 
mide pretreated animals and the systemic administration of d- 
amphetamine. Both GABA and the GABA agonist 3-aminopro- 
pane sulphonic acid depressed hyperactivity in a dose related 
manner. GABA receptor antagonism with low doses of either 
picrotoxin or bicuculline enhanced the mild locomotor response 
induced by a low dose of dopamine injected into the nucleus ac- 
cumbens; higher doses of the GABA antagonists resulted in 
varying degrees of generalized seizures. Blockade of GABA 
uptake systems with cis-1,3-aminocyclohexane carboxylic acid, 
nipecotic acid, or beta-alanine within the region of the nucleus 
accumbens produced dose related depression of dopamine de- 
pendent hyperactivity in both models. The results demonstrate 
an inhibitory action of GABA and drugs facilitating GABAer- 
gic transmission on dopamine dependent hyperactivity in the 
rat. (Journal abstract modified) 


003977 Quirce, Carlos M.; Odio-Yglesias, Mauricio; Solano-N., 
Jose M.; Maickel, Roger P. Lab. de Investigacion en Neurocien- 
cias, Facultad de Farmacia, Universidad de Costa Rica, Ciudad 
Universitaria Rodrigo Facio, Costa Rica /Nonuniform reactions 
in the general adaptation syndrome./ Reacciones no uniformes 
del sindrome general de adaptacion. Revista Latinoamericana de 
Psicologia. 13(1):37-50, 1981. 


Adult male Swiss Webster mice were subjected to acute, re- 
petitive, and repetitive acute sessions of cold exposure, immobi- 
lization, and i.p. administration of d-amphetamine sulfate. Blood 
plasma levels of corticosterone, glucose, and free fatty acids 
were assayed for all the conditions tested. The metabolic effects 
were found to be similar only as regarded the mobilization of 
corticosterone during acute applications of the three stressors. 
The differences observed contradict the traditional concepts of 
stressor nonspecificity and general adaptation syndrome uni- 
formity. 12 references. (Author abstract) 


003978 Quirce, Carlos M.; Odio, Mauricio; Maickel, Roger P. 
Laboratorio de Neurociencias, Faculdad de Farmacia, Universi- 
dad de Costa Rica, San Jose, Costa Rica Stress-modulated alter- 
ation of brain biogenic amines in the rat: effects of L-tryptophan. 
Communications in Psychopharmacology. 4(5):371-377, 1980. 


The effect of L-tryptophan on stress modulated alteration of 
brain biogenic amines in the rat was investigated. Subjecting 
adult male rats to periods of restraint stress according to an ir- 
regular/unpredictable schedule led to a significant decrease in 
whole brain levels of dopamine and significant increases in 
whole brain levels of norepinephrine and serotonin. Administra- 
tion of L-tryptophan on a similar irregular schedule had no 
effect on brain dopamine, but it lowered brain norepinephrine 
and raised brain serotonin. Combined treatment with L-trypto- 
phan and restraint stress resulted in brain levels of all three bio- 
genic amines that were virtually identical to nonhandled control 
rats. 32 references. (Author abstract modified) 


003979 Rabin, Richard A.; Wolfe, Barry B.; Dibner, Mark D.; 
Zahniser, Nancy R.; Melchior, Christine; Molinoff, Perry B. 
Molinoff: University of Colorado Health Science Center, Dept. 
of Pharmacology, 4200 E. Ninth Ave., Denver, CO 80262 Ef- 
fects of ethanol administration and withdrawal on neurotransmit- 
ter receptor systems in C57 mice. Journal of Pharmacology and 
Experimental Therapeutics. 213(3):491-496, 1980. 


Male C57BL/6 mice treated with ethanol for 7 days and 
withdrawn from ethanol for 24 hours showed a decreased hy- 
pothermic response to apomorphine, suggesting altered dopa- 
minergic function. However, basal and dopamine stimulated 
adenylate cyclase activity in striatal homogenates from treated 
animals was not altered. No change in the affinity of apomor- 
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phine for the dopamine receptor or in the density or affinity of 
receptors for 3H-spiroperidol was found. Adrenergic receptor 
mediated accumulation of cyclic AMP in slices of cerebral 
cortex was not altered. However, the density of beta-2 adrener- 
gic receptors decreased significantly in ethanol treated mice and 
in withdrawn mice. The density of muscarinic cholinergic re- 
ceptors in the hippocampus and cerebral cortex was significant- 
ly increased after ethanol administration, but this effect was not 
observed after 24 hour withdrawal. 37 references. (Author ab- 
stract modified) 


003980 Rando, Robert R.; Bangerter, Faan Wen; Farb, David 
H. Dept. of Pharmacology, Harvard Medical School, Boston, 
MA 02115 The inactivation of g inobutyric acid transa- 
minase in dissociated neuronal cultures from spinal cord. Journal 
of Neurochemistry. 36(3):985-990, 1981. 


Dissociated cell cultures from chick embryo spinal cord were 
able to synthesize GABA from added glutamate in a glutamate 
decarboxylase dependent reaction. A functional GABA transa- 
minase in these cultures could be blocked by gabaculine, leading 
to an increase in GABA levels. Long-term (16 day) incubation 
with gabaculine in the medium did not appear to alter high af- 
finity GABA transport in these cultures, which suggests the 
drug is not toxic to cells capable of accumulating GABA. 12 
references. (Author abstract modified) 


003981 Rebec, George V.; Alloway, Kevin D.; Curtis, Stephen 
D. Dept. of Psychology, Indiana University, Bloomington, IN 
47405 Apparent serotonergic modulation of the dose-dependent bi- 
phasic response of neostriatal neurons produced by d-amphet- 
amine. Brain Research. 210(1-2):277-289, 1981. 


Amphetamine-induced changes in unit activity in the anterior 
neostriatum were studied in male Sprague-Dawley rats 48 hours 
after ip. injection of 300mg/kg_para-chlorophenylalanine 
(PCPA) or vehicle. An i.p. injection of 1.0mg/kg d-amphet- 
amine inhibited neostriatal activity in vehicle controls, but pro- 
duced prolonged excitation in rats treated with PCPA. A 
7.5mg/kg dose of d-amphetamine produced a pronounced in- 
crease in firing rate in controls, which was significantly reduced 
by PCPA pretreatment. PCPA produced a significant reduction 
in serotonin, but not dopamine or norepinephrine, in the telen- 
cephalon. 55 references. (Author abstract modified) 


003982 Redmond, D. Eugene, Jr. Clinical Research Unit, Con- 
necticut Mental Health Center, New Haven, CT 06510 Cloni- 
dine and the primate locus coeruleus: evidence suggesting anxioly- 
tic and anti-withdrawal effects. (Unpublished paper). Research 
Report, NIMH Grant 5RO1-MH-31176, 1979. 38 p. 


The effects of clonidine on locus coeruleus (LC) associated 
behaviors in the primate were investigated, and evidence is pro- 
vided which suggests that both clonidine and opioids block LC 
stimulation effects. A brain alarm system is proposed which is 
activated by fear provoking stimuli and by opiate withdrawal. 
The anxiolytic effects of clonidine were demonstrated, and sug- 
gestions are made for other psychiatric and medical conditions 
(in addition to drug withdrawal syndromes and anxiety) in 
which anxiety may contribute to dysfunction and morbidity and 
in which clonidine may have ameliorative effects (Gilles de la 
Tourette syndrome, migrane headache, and arteriosclerotic car- 
diovascular disease). The research indicates that the norepineph- 
rine system is involved in fear and anxiety, and in mediating the 
actions of opioids and endorphins. The use of clonidine pharma- 
cotherapy involves utilization of anatomically and neurophysio- 
logically characterized receptors to produce the desired specific 
effects on norepinephrine systems predicted to be effective in re- 
ducing anxiety. 110 references. 


009977 


VOLUME 19, NO. 4 


003983 Reimann, Wolfgang; Steinhauer, Hjalmar B.; Hedler, 
Liselotte; Starke, Klaus; Hertting, Georg. Pharmakologisches 
Institut, Universitat Freiburg, Hermann-Herder-Strasse 5, D- 
7800 Freiburg i. Br., West Germany Effect of prostaglandins D2, 
E2 and F2alpha on catecholamine release from slices of rat and 
rabbit brain. European Journal of Pharmacology. 69(4):421-427, 
1981. 


The effects of prostaglandins (PGs) on catecholamine release 
were studied in slices of rabbit or male Wistar rat brain cortex 
preincubated with (3H)noradrenaline and slices of rabbit caudate 
nucleus or rat striatum preincubated with (3H)dopamine. PGE2 
(0.01 to Imcmol/l) markedly reduced the overflow of tritium 
evoked by electrical stimulation of rat cortex slices. PGF2alpha 
(Imemol/]) caused slight decrease, but only after the formation 
of endogenous prostaglandins was blocked by indomethacin. 
PGD2 (imcmol/!) had no effect. None of the PGs caused any 
change in catecholamine release from rabbit cortex and caudate 
nucleus or rat striatum. 20 references. (Author abstract modi- 
fied) 


003984 Rekhtman, M. B.; Samsonova, N. A.; Kryzhanovskiy, 
G. N. Institut obshchey patologii i patologicheskoy fiziologii 
AMN SSSR, Moskva, USSR /The effect of diazepam on cyclic 
excitability changes in an epileptic focus in the cortex of the 
major hemispheres./ Vliyaniye diazepama na tsiklicheskoye iz- 
meneniye vozbudimosti v_ epilepticheskom ochage kory 
bol’shikh polushariy. Neyrofiziologiya. 12(6):563-570, 1980. 


Penicillin was applied to the motor cortex of rats, and n. ven- 
troposterolateralis thalami was stimulated electrically at a rate 
of 1 per second at an intensity 3 times the threshold for the pri- 
mary evoked potential, and the effect of diazepam on cyclic 
changes of excitability in an epileptic focus in the major hemi- 
spheres was studied. The application of penicillin and electrical 
stimulation produced an alternation of active and passive peri- 
ods; during active periods epileptiform discharges appeared reg- 
ularly at every electrical stimulus; during passive periods electri- 
cal stimulation of n. ventroposterolateralis thalami resulted in 
the emergence of evoked potentials only; injection of diazepam 
(2mg/kg) abolished rhythmogenesis in the epileptogenic focus, 
while 0.lmg/kg diazepam led to the disappearance of cyclic 
spike driving in the focus; and electrical stimulation of n. ven- 
troposterolateralis thalami at a frequency of 2 per second re- 
stored cyclic spike driving. 18 references. (Journal abstract 
modified) 


003985 Reubi, Jean-Claude; Perrin, Marilyn H.; Rivier, Jean E.; 
Vale, Wylie. Peptide Biology Laboratory, Salk Institute, P.O. 
Box 85800, San Diego, CA 92138 High affinity binding sites for 
a somatostatin-28 analog in rat brain. Life Sciences. 28(19):2191- 
2198, 1981. 


Saturable and high affinity binding of an iodinated analog of a 
large and biologically active form of somatostatin, 1251(Leu8,D- 
Trp22,Tyr25)SS-28, was demonstrated in rat cortical mem- 
branes. Somatostatin, somatostatin-28, (D-Trp8)somatostatin, 
and (D-Trp22)somatostatin-28 completely displaced the radioli- 
gand in the nanomolar range. The inactive analog Des-Trp8-so- 
matostatin and the unrelated peptide gonadotropin releasing 
hormone showed no affinity for these binding sites. Octapeptide 
and nonapeptide analogs of somatostatin were inactive. High 
binding was found in hippocampus, amygdala, tuberculum olfac- 
torium, caudate/putamine, and cortex. Moderate binding was 
found in midbrain and hypothalamus, and no binding was seen 
in cerebellum. 29 references. (Author abstract modified) 


003986 Richelson, Elliott. Dept. of Psychiatry, Mayo Founda- 
tion, Rochester, MN 55901 Tricyclic antidepressants and hista- 
mine H1 receptors. Mayo Clinic Proceedings. 54:669-674, 1979. 


587 


Tricyclic antidepressants and some structurally related com- 
pounds were tested for their ability to antagonize histamine (H1) 
and muscarinic acetylcholine receptors of cultured mouse neur- 
oblastoma cells. As a group, tertiary amine tricyclic antidepres- 
sants tended to be more potent than did secondary amine drugs 
at both receptors. The most potent antihistamine, doxepin hy- 
drochloride, was about four times more potent than amitripty- 
line hydrochloride, about 800 times more potent than diphenhy- 
dramine hydrochloride, and about 8,000 times more potent than 
desipramine hydrochloride (the least potent tricyclic antidepres- 
sant at both the histamine (H1) and the muscarinic acetylcholine 
receptors). All tricyclic drugs except desipramine hydrochloride 
were more potent as antihistamines than as anticholinergics. It is 
concluded that doxepin hydrochloride and amitriptyline hydro- 
chloride may be the most potent antihistamines known, and the 
antihistaminic potencies of these and the other tricyclic anti- 
depressant drugs may relate directly to their ability to cause se- 
dation and drowsiness in patients. 56 references. (Author ab- 
stract modified) 


003987 Rittenhouse, Harry G.; Seguin, Edward B.; Fisher, Ste- 
phen K.; Agranoff, Bernard W. Agranoff: Neuroscience Lab., 
Mental Health Research Institute, University of Michigan, 1103 
E. Huron, Ann Arbor, MI 48109 Properties of a CDP-diglycer- 
ide hydrolase from guinea pig brain. Journal of Neurochemistry. 
36(3):991-999, 1981. 


Enzymatic hydrolysis of the pyrophosphate bond of 5’-cyti- 
dine diphospho-1,2-diacyl-sn-glycerol (CDP-DG) was enriched 
in a lysosomal fraction of male guinea-pig cerebral cortex. 
When the purified enzyme was incubated with CDP dipalmitin, 
it produced stoichiometric amounts of CMP and phosphatidate. 
CDP-DG hydrolysis was not affected by the presence of excess 
amounts of CDP choline, CDP glycerol, sodium pyrophosphate, 
or cyclic AMP. 35 references. (Author abstract modified) 


003988 Rodriguez, Sergia; Tamargo, Juan. Dept. of Pharmacol- 
ogy, Universidad Complutense, Madrid-3, Spain Electrophysiolo- 
gical effects of imipramine on bovine ventricular muscle and Pur- 
kinje fibres. British Journal of Pharmacology. 70(1):15-23, 1980. 


The effects of imipramine (0.01mcM and 50 mcM) on bovine 
Purkinje fibers and ventricular muscle transmembrane potentials 
were examined. In electrically stimulated fibers, imipramine had 
no effect on resting membrane potential, but decreased the 
action potential amplitude, overshoot, and maximum rate of de- 
polarization. In Purkinje fibers, imipramine decreased the con- 
duction velocity and shifted the membrane responsiveness and 
recovery time curves downward and to the right. The proper- 
ties of imipramine were quite similar to those of the class-1 an- 
tiarrhythmics quinidine and procainamide. 25 references. 
(Author abstract modified) 


003989 Rosengarten, Helen; Friedhoff, Arnold J. Millhauser 
Laboratories, New York University School of Medicine, 550 
First Avenue, New York, NY 10016 Effect of prenatal neurolep- 
tic treatment on membrane receptor development in the brain. In: 
Parvez, H., Biogenic amines in development. New York, Else- 
vier/North Holland, 1980. (p. 607-616). 


A review is presented of research into the effects of prenatal 
neuroleptic treatment on membrane receptor development in the 
rat and rabbit brain. Behavioral studies in animals treated with 
neuroleptics in the prenatal and early postnatal period demon- 
strate that catecholamine neurons are very vulnerable during 
ontogenesis, and that drugs administered during development of 
the dopaminergic system may induce alterations in transmitter 
functions, as evidenced in abnormal behavior. In histochemical 
studies, it has been found that maturation of the central nora- 
drenergic system precedes that of the dopaminergic system. A 
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number of drugs administered prenatally also have been found 
to have a detrimental effect on maze learning and conditioned 
avoidance performance. Further, differences in the rate of matu- 
ration of dopaminergic systems in different brain regions pro- 
duce differences in vulnerability of those regions to early drug 
effects. Thus, substantial evidence exists that prenatal exposure 
to psychotropic agents, such as haloperidol, cannabis, triflupera- 
zine, penfluridol, pimozide, clonidine, and chlorpromazine, can 
have substantial postpartum effects. 45 references. 


003990 Ross, Stephen M.; Craig, Charles R. Craig: Dept. of 
Pharmacology and Toxicology, West Virginia University Medi- 
cal Center, Morgantown, WV 26506 Studies on gamma-aminobu- 
tyric acid transport in cobalt experimental epilepsy in the rat. 
Journal of Neurochemistry. 36(3):1006-1011, 1981. 


High and low affinity GABA transport were studied in crude 
brain homogenates and cerebral tissue slices from male Sprague- 
Dawley rats with cobalt metal implanted in the right and left 
cerebral cortices. High affinity GABA transport was reduced to 
34% of control value 7 days after cobalt implantation, the time 
of peak seizure activity. Kinetic analysis of high affinity GABA 
transport revealed a significant decrease in maximal velocity 7 
days after cobalt implantation; decrease was seen in the low af- 
finity system. In vivo and in vitro administration of valproic 
acid had no effect on high or low affinity GABA transport. Re- 
sults provide evidence for the involvement of GABA in experi- 
mental epilepsy. 18 references. (Author abstract modified) 


003991 Ross, Svante B.; Hall, Hakan; Renyi, Anna L.; Wester- 
lund, Douglas. Research and Development Laboratories, Astra 
Lakemedel AB, S-151 85 Sodertalje, Sweden Effects of zimeli- 
dine on serotoninergic and noradrenergic neurons after repeated 
administration in the rat. Psychopharmacology. 72(3):219-225, 
1981. 


The antidepressant zimelidine inhibited the accumulation of 
14C-5-hydroxytryptamine (14C-5-HT) and 3H-noradrenaline 
(3H-NA) in male Sprague-Dawley rat hypothalamic slices, and 
this effect was increased only slightly by prolonged oral treat- 
ment (5, 12.5 or 25mcmol/kg twice daily for 2 weeks). The ac- 
cumulation of 5-HT was about four times more sensitive than 
that of NA to the inhibitory effects of acute or prolonged treat- 
ment with zimelidine. The inhibition of 5-HT accumulation was 
correlated significantly to plasma and hypothalamic concentra- 
tions of norzimelidine 14 hours after the last dose. The 5-HT 
concentration in whole blood was reduced markedly at the 
same doses that produced inhibition of 5-HT uptake in brain. 
The concentration of 5-hydroxyindoleacetic acid in whole brain 
was reduced after single or repeated administration of zimeli- 
dine, but the concentration of 5-HT was reduced only after pro- 
longed treatment. The density of beta-adrenoceptors was re- 
duced significantly by chronic administration of zimelidine, but 
5-HT and dopamine receptor binding were not altered. 42 refer- 
ences. (Author abstract modified) 


003992 Rouot, Bruno M.; U’Prichard, David C.; Snyder, Solo- 
mon H. Snyder: Dept. of Psychiatry and Behavioral Sciences, 
Johns Hopkins University School of Medicine, Baltimore, MD 


21205 Multiple alpha2-noradrenergic receptor sites in rat brain: 
selective regulation of high-affinity (3H)clonidine binding by 
guanine nucleotides and divalent cations. Journal of Neuroche- 
mistry. 34(2):374-384, 1980. 


The selective regulation of high affinity (3H)clonidine binding 
to rat cortex alphal-noradrenergic receptors by guanine nucleo- 
tides and divalent cations was investigated. Both kinetic and 
equilibrium experiments indicated the presence of distinct high 
and low affinity (3H)clonidine binding associated with alpha2- 
noradrenergic receptors in rat cerebral cortex membranes. 
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Guanine nucleotides selectively decreased the numbers of high 
affinity (3H)clonidine binding sites, and had no influence on the 
low affinity sites. The influence of nucleotides was exerted by 
guanosine triphosphate, its nonmetabolized analogue, guanyl-5’- 
yl imidodiphosphate, and guanosine diphosphate, but not by 
guanosine 5’-monophosphate, adenosine diphosphate, adenosine 
triphosphate, and adenosine 5'-monophosphate. In contrast, di- 
valent cations increased high affinity (3H)clonidine binding, an 
effect which was not evident at low affinity sites. Manganese 
was the most potent of the divalent cations, while magnesium 
and calcium were less active. Divalent cations and guanine nu- 
cleotides appeared to elicit interactive rather than simply addi- 
tive influences upon alpha2-receptors. The inhibitory influence 
of sodium upon alpha2--eceptor binding of (3H)clonidine is ex- 
erted to the same extent upon both high affinity and low affinity 
(3H)clonidine binding. 32 references. (Author abstract modified) 


003993 Ruth, Robin C.; Owens, Kenneth; Weglicki, William B. 
Dept. of Biophysics, P.O. Box 694, MCV Station, Richmond, 
VA 23298 Inhibition of lysosomal lipases by chlorpromazine: a 
possible mechanisms of stabilization. Journal of Pharmacology 
and Experimental Therapeutics. 212(3):361-367, 1980. 


The mechanism of the stabilization of hepatic lysosomes from 
rats by chlorpromazine at pH 5.0 has been investigated. When 
lysosomes are incubated at 37 degrees C, pH 5.0, in O.25M su- 
crose, the latency of the lysosomal enzymes is gradually lost; 
this loss occurs more rapidly if the incubated lysosomes, par- 
ticularly Triton filled lysosomes, are cooled before assay. Chlor- 
promazine protects maximally at a concentration of 0.0005M 
against the loss of latency which occurs at 37 degrees C, but, 
for Triton filled lysosomes, protection is much less if the incu- 
bated lysosomes are cooled before assay. Osmotic fragility 
curves were obtained by exposing lysosomes for short periods 
of time at pH 5.0 to buffers containing decreasing concentra- 
tions of sucrose. Rates of production of lysophospholipids and 
nonesterified fatty acids, as well as rates of degradation of trig- 
lycerides during incubation at 37 degrees C, pH 5.0 were exam- 
ined. Chlorpromazine appeared to strongly inhibit endogenous 
phospholipase and triglyceride lipase activities. Although ques- 
tions remain concerning the lack of protection when the incu- 
bated Triton filled lysosomes are cooled before assay, it is sug- 
gested that inhibition of the formation of potentially lytic lipid 
breakdown products is the basis of the stabilizing effect of the 
drug. 19 references. (Author abstract modified) 


003994 Saratikov, A. S.; Alekseyeva, L. P.; Agarkova, V. P.; 
Zamoshchina, T. A. Kafedra farmakologii, Tomskiy meditsins- 
kiy institut, Tomsk, USSR /The effect of lithium hydroxybutyr- 
ate on the bioelectrical activity of the cortex and some subcortical 
Structures of the rabbit brain./ Vliyaniye oksibutirata litiya na 
bioelektricheskuyu aktivnost’ kory i nekotorykh podkorkovykh 
struktur mozga_ krolika. Farmakologiya i Toksikologiya. 
43(4):353-356, 1980. 


The effect of intravenous administration of lithium hydroxy- 
butyrate (10mg/kg) on the bioelectrical activity of the cortex 
and subcortical structures of the rabbit brain was studied. Re- 
sults show that: lithium hydroxybutyrate depressed the sponta- 
neous bioelectrical activity of the cortex; this effect progressed 
to the subcortex; the drug reduced the electrical excitation of 
the motor cortex, caudate nucleus, thalamus, posterior hypo- 
thalamus, and midbrain reticular formation; it lowered the con- 
vulsive threshold of the amygdaloid complex; but it did not sig- 
nificantly alter hippocampal electrical excitability. These results 
show that the depressant effect of lithium hydroxybutyrate is 
comparable to that of lithium chloride. 15 references. (Journal 
abstract modified) 
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003995 Scatton, Bernard; Zivkovic, Branimir; Dedek, Jaroslav. 
Synthelabo-LERS, 31, Avenue Paul-Vaillant Couturier, F-92220 
Bagneux, France Antidopaminergic properties of yohimbine. 
Journal of Pharmacology and Experimental Therapeutics. 
215(2):494-499, 1980. 


The effect of the alpha-adrenoceptor blocking agent yohim- 
bine on cerebral dopamine metabolism was investigated in the 
rat. In both striatum and limbic areas, yohimbine increased: 1) 
homovanillic acid and dihydroxyphenylacetic acid levels; 2) tyr- 
osine hydroxylase activity measured in vitro; 3) the in vivo ac- 
cumulation of dihydroxyphenylalanine after NSD 1015; and 4) 
the rate of dopamine disappearance after alpha-methyl-p-tyro- 
sine. These results suggest that alpha-adrenoceptors are not in- 
volved in the yohimbine-induced alteration of dopamine metab- 
olism. It is concluded that yohimbine possesses postsynaptic do- 
pamine receptor blocking properties in addition to its ability to 
inhibit alpha-adrenergic receptors. The failure of yohimbine to 
affect dopamine sensitive adenylate cyclase activity in striatal 
homogenates suggests an action of the compound on the D2 re- 
ceptors. 48 references. (Author abstract modified) 


003996 Schmidt, D. E.; Wecker, Lynn. Dept. of Pharmacol- 
ogy, Vanderbilt University School of Medicine, Nashville, TN 
37232 CNS effects of choline administration: evidence for tempo- 
ral dependence. Neuropharmacology. 20(6):535-539, 1981. 


Choline (60mg/kg i.p.) attenuated the atropine-induced deple- 
tion of acetylcholine (ACh) in male Sprague-Dawley rat hippo- 
campus and striatum, but this effect did not coincide with the 
occurrence of elevated free choline levels in brain. In the hippo- 
campus, the effects of choline were not evident until 60 minutes 
after administration and persisted for at least 24 hours. The ef- 
fects of choline in the striatum were evident immediately after 
administration, but lasted from less than 24 hours. Results sug- 
gest that exogenous choline administration increases the ability 
of cholinergic neurons to synthesize ACh in response to in- 
creased neuronal demand and that these effects are not mediated 
directly through increased total free brain choline or through in- 
creased steady-state levels of ACh. It is suggested that the use 
of specific pools of lipid bound choline plays a crucial role in 
central cholinergic mechanisms and may be responsible for the 
acute effects of choline on central cholinergic neurons. 21 refer- 
ences. (Author abstract modified) 


003997 Schmucker, Douglas L.; Wang, Rose K. Cell Biology 
Section, V.A. Hospital, 4150 Clement St., San Francisco, CA 
94121 Effects of animal age and phenobarbital on rat liver glu- 
cose-6-phosphatase activity. Experimental Gerontology. 15(1):7- 
13, 1980. 


The effects of animal age and phenobarbital on rat liver glu- 
cose-6-phosphatase activity were investigated. Hepatic glucose- 
6-phosphatase activity declines gradually throughout develop- 
ment, maturation, and senescence in the Fischer 344 male rat. 
The loss of activity between maturity and senescence may be 
correlated with a concomitant reduction in the amount of hepat- 
ic smooth surfaced endoplasmic reticulum membrane (SER), a 
primary intracellular site of this enzyme. Phenobarbital, a re- 
pressor of glucose-6-phosphatase, caused a marked decline in 
the activity of this enzyme in young, mature, and senescent rats. 
However, the young animals exhibited a more rapid loss of 
enzyme activity and a quicker subsequent recovery to basal 
levels following the cessation of drug treatment than did either 
the mature or senescent rats. The data suggest that the hepatic 
adaptive capacity as manifested in enzyme repression and recov- 
ery declines as a function of animal age. This phenomenon may 
represent an additional biochemical index of chronological age, 
i.e., similar to the reported lag in hepatic enzyme induction with 
increasing age. 20 references. (Author abstract modified) 


003998 Schwartz, Joan P. Laboratory of Preclinical Pharma- 
cology, NIMH, Saint Elizabeths Hospital, Washington, DC 
20032 RNA polymerase II in C6 glioma cells: alpha-amanitin 
blockade of cyclic AMP phosphodiesterase induction by beta- 
adrenergic stimulation. (Unpublished paper). Washington, DC, 
NIMH, 1981. 20p. 


The role of RNA polymerase II, the enzyme responsible for 
the synthesis of messenger RNA (mRNA) in the induction of 
cAMP phosphodiesterase (CAMP PDE) in C6 glioma cells was 
examined in rat C6 glioma cells. Exposure of intact cells to iso- 
proterenol, a beta-adrenergic receptor agonist, results in an in- 
crease in the activity of cAMP PDE. This increase in PDE ac- 
tivity is blocked by incubation of the cells with alpha-amanitin 
or actinomycin-D, suggesting that RNA polymerase II is neces- 
sary for synthesis of mRNA for the increase in PDE activity. 
The RNA polymerase II activity is not increased in isoproter- 
enol-treated cells, although it is more strongly inhibited by 
alpha-amanitin. The Ki for the effect of alpha-amanitin on intact 
cells is 250nM, and the inhibitor acts rapidly, with a maximal 
effect within 15 minutes of exposure. The effect of alpha-amani- 
tin is very specific as no change in various cytoplasmic or nu- 
clear enzymes or metabolites was observed. 20 references. 
(Author abstract modified) 


003999 Segawa, Tomio; Mizuta, Tadashi. Dept. of Pharmacol- 
ogy, Inst. of Pharmaceutical Sciences, Hiroshima University 
School of Medicine, Kasumi 1-2-3, Hiroshima 734, Japan Effect 
of imipramine on central 5-hydroxytryptamine turnover and me- 
tabolism in rats. Japanese Journal of Pharmacology. 30(6):789- 
793, 1980. 


Levels of tritiated 5-hydroxytryptamine (5-HT) and 5-hydrox- 
yindoleacetic acid (5-HIAA) were measured at various intervals 
after intraventricular injection of (3H)-5-HT to male Wistar rats 
treated acutely or chronically with imipramine or saline. Levels 
of (3H)-5-HT and (3H)-5-HIAA 2, 5, and 10 minutes after (3H)- 
5-HT injection were lower in rats given a single injection of 
imipramine than in controls, but these differences were not sig- 
nificant; at later times, values were higher in rats given a single 
injection of imipramine than in controls. In rats treated chron- 
ically with imipramine, levels of (3H)-5-HT and (3H)-5-HIAA 
were lower than control levels at all times after (3H)-5-HT in- 
jection. Endogenous levels of tryptophan and 5-HIAA were not 
altered by imipramine, but endogenous 5-HT content was de- 
creased by long-term administration of imipramine. Results indi- 
cate that long-term treatment with imipramine accelerates the 
rate of disappearance of 5-HT from presynaptic neurons. 8 ref- 
erences. (Author abstract modified) 


004000 Sharif, Najam A.; Roberts, Peter J. Roberts: Dept. of 
Physiology, School of Biochemical and Physiological Sciences, 
University of Southampton, Southampton, S09 3TU, England L- 
aspartate binding sites in rat cerebellum: a comparison of the 
binding of L-(3H)aspartate and L-(3H)glutamate to synaptic mem- 
branes. Brain Research. 211(2):293-303, 1981. 


The binding of L-(3H)aspartate to sonicated, extensively 
washed, and preincubated cerebellar synaptic membranes from 
female Wistar rats was investigated. Binding was optimal under 
physiological pH and temperature conditions. The binding was 
saturable and appeared to involve a single population of binding 
sites. Quisqualate, 4-fluoroglutamate, and 2-amino-4-phosphono- 
butyrate, which are good displacers of (3H)glutamate binding, 
were only weakly active against the aspartate system. The pro- 
posed aspartate receptor preferring agonist N-methyl-D-aspar- 
tate was inactive. Monovalent cations reduced L-(3H)aspartate 
binding, while divalent cations enhanced binding. Freezing or 
cold storage of the membranes diminished (3H)aspartate bind- 
ing, but lyophilization conferred substantial stability and mar- 


kedly increased the affinity of the binding site. 24 references. 
(Author abstract modified) 


004001 Shavit, Sara; Kutz, I.; Korczyn, A. D.; Gitter, S. Korc- 
zyn: Dept. of Physiology and Pharmacology, Sackler School of 
Medicine, Tel Aviv University, Ramat Aviv, Israel Interactions 
between and some of its metabolites. Communica- 
tions in Psychopharmacology. 4(6):495-500, 1980. 


The interaction between chlorpromazine (CPZ) and four of 
its major metabolites, 7-hydroxy-CPZ, 8-hydroxy-CPZ, des- 
methyl-CPZ, and CPZ sulfoxide, was determined in experimen- 
tal models of antipsychotic activity. None of the metabolites an- 
tagonized any of the CPZ effects. All of them had an additive 
effect to CPZ in reducing spontaneous motor activity. Prolon- 
gation of barbiturate sleeping time induced by CPZ and the abo- 
lition of amphetamine induced stereotyped behavior by CPZ 
were found to be potentiated by 7-hydroxy-CPZ, but not by the 
other metabolties. 9 references. (Author abstract) 


004002 Shibla, Deborah B.; Gardell, Mary Ann; Neale, Joseph 
H. Dept. of Biology, Georgetown University, Washington, DC 
20057 The insensitivity of developing benzodiazepine receptors to 
chronic treatment with diazepam, GABA and muscimol in brain 
cell cultures. Brain Research. 210(1-2):471-474, 1981. 


The role of receptor ligands in the development of the benzo- 
diazepine (BZ) receptor was studied in dissociated cell cultures 
prepared from fetal C57B1/6 mouse brain. A progressive in- 
crease in diazepam binding was observed during 3 weeks in cul- 
ture, paralleling the development of these membrane receptors 
in vivo. The binding of neuronal and nonneuronal BZ receptor 
ligands indicated that nonneuronal elements may contribute 
more to total BZ receptor binding in culture than in adult brain 
in vivo. Chronic treatment with ImcM diazepam, GABA, or 
muscimol for 3 weeks did not significantly alter BZ receptor 
binding in culture. Results indicate that the synthesis and ca- 
tabolism of the BZ receptor are not regulated by long-term re- 
ceptor occupancy. 8 references. 


004003 Sibley, David R.; Creese, Ian. Creese: Dept. of Neuros- 
ciences M-008, University of California School of Medicine, San 
Diego, La Jolla, CA 92093 Dopamine receptor binding in bovine 
intermediate lobe pituitary membranes. Endocrinology. 
107(5):1405-1409, 1980. 


Evidence is presented that (3H)spiroperidol, or (3H)SPIRO 
and (3H)N-n-propylnorapomorphine, or (3H)NPA, a dopamine 
antagonist and agonist, respectively, bind stereospecifically to 
bovine intermediate lobe pituitary membranes. The specific 
binding was saturable and of high affinity. The rank order of ca- 
techolamines, phenothiazines, and related drugs in competing 
for (3H)SPIRO and (3H)NPA binding was consistent with inter- 
actions at a dopamine receptor. Guanine nucleotides selectively 
decreased agonist, but not antagonist, affinities for these binding 
sites. With the addition of 0.1 mM GTP, the ability agonists to 
displace (3H)SPIRO binding was decreased fivefold to seven- 
fold, while the dissociation constant for (3H)NPA was increased 
to 0.8 nM. These findings demonstrate dopamine receptors in 
the intermediate pituitary which may be involved in the regula- 
tion of beta-endorphin secretion. 27 references. (Journal abstract 
modified) 


004004 Simpson, Lance L. Dept. of Pharmacology, College of 
Physicians and Surgeons, Columbia University, 630 W. 168th 
St., New York, NY 10032 Evidence that there are subcellular 
pools of norepinephrine and that there is flux of norepinephrine 
between these pools. Journal of Pharmacology and Experimental 
Therapeutics. 214(2):410-416, 1980. 
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Data are presented which suggest that norepinephrine (NE) 
exists in at least two subcellular pools, and models for NE stor- 
age in sympathetic nerves and for d-amphetamine-induced ta- 
chyphylaxis are described. D-Amphetamine evokes blood pres- 
sure responses that are dose dependent in magnitude and in 
shape. At a high dose, d-amphetamine evokes a response that 
decays biphasically. Chronic reserpine treatment diminishes the 
blood pressure response to a high dose of d-amphetamine, but it 
exerts a differential effect on the two components of the re- 
sponse. Acute reserpine treatment enhances blood pressure re- 
sponses to d-amphetamine, mainly by enhancing the early, tran- 
sient response. In addition, acutely administered reserpine re- 
verses the tachyphylactic effect of d-amphetamine. 24 refer- 
ences. (Author abstract modified) 


004005 Simpson, Lance L.; Barkai, Amiram. Dept. of Pharma- 
cology, College of Physicians and Surgeons, 630 W. 168th St., 
New York, NY 10032 Kinetic studies on the entry of d-amphet- 
amine into the central nervous system: I. Cerebrospinal fluid. 
Journal of Pharmacology and Experimental Therapeutics. 
212(3):541-545, 1980. 


The entry of d-amphetamine into the cerebrospinal fluid 
(CSF) following intravenous (i.v.) and intracerebroventricular 
(i.c.v.) administration was studied. After i.v. administration to 
rats, d-amphetamine undergoes a rapid distributive phase during 
which the drug is lost from plasma. The rate of entry into the 
CSF is also rapid, suggesting that the drug moves directly from 
plasma to CSF. Entry of drug into CSF is mainly by diffusion. 
Neither active transport associated with CSF formation nor 
active transport independent of CSF formation is quantatively 
important. After i.c.v. injection, d-amphetamine disappears from 
CSF relatively slowly. Egress of drug is mainly by diffusion, al- 
though active transport associated wit bulk absorption does play 
a measurable role. At steady-state, the concentration of free 
drug in plasma and in CSF is equivalent. 12 references. (Author 
abstract modified) 


004006 Sjogren, C. AB Leo, Fack, S-251 00 Helsingborg, 
Sweden The pharmacologica! profile of lofepramine, a new anti- 
depressant drug. Neuropharmacology. 19(12):1213-1214, 1980. 


The pharmacological profile of lofepramine, a new anti- 
depressant drug, is described. Lofepramine has a very low acute 
toxicity in experimental animals, has significantly lower effects 
than other antidepressants on salivary secretion, and has signifi- 
cantly lower effects than other antidepressants on blood pres- 
sure. In addition, lofepramine has significantly lower effects on 
heart beat than other antidepressants. Clinical studies have con- 
firmed the slighter and less frequent side-effects of lofepramine 
and the equivalent therapeutic efficacy of lofepramine compared 
to other antidepressants. 4 references. 


004007 Sloviter, Robert S.; Drust, Eugene G.; Damiano, Bruce 
P.; Connor, John D. Dept. of Pharmacology, Milton S. Hershey 
Medical Center, Penn State University College of Medicine, 
Hershey, PA 17033 A common mechanism for lysergic acid, indo- 
lealkylamine and phenethylamine hallucinogens: serotonergic me- 
diation of behavioral effects in rats. Journal of Pharmacology 
and Experimental Therapeutics. 214(2):231-238, 1980. 


A rat behavioral model that reflects central serotonin (5-HT) 
receptor activation in vivo was utilized in a study of indole and 
phenethylamine hallucinogens. Lysergic acid diethylamide 
(LSD) caused the 5-HT behavioral syndrome, and doses of 
LSD too low to cause the syndrome shifted the dose/response 
curve for 5-methoxy-N, N-dimethyltryptamine (a 5-HT receptor 
agonist) to the left. All indole and phenethylamine hallucinogens 
tested (5-methoxy-N,N-diethyltryptamine, ibogaine, mescaline, 
p-methoxyamphetamine, N,N-dimethyltryptamine, N,N-diethyl- 
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tryptamine, and four other methoxy substituted amphetamines) 
evoked the same 5-HT behavioral syndrome in rats as did LSD. 
Studies on the mechanisms by which these compounds activated 
5-HT receptors revealed that all except p-methoxyamphetamine 
were direct 5-HT agonists. P-Methoxyamphetamine produced 
its behavioral effect primarily through release of endogenous 5- 
HT. The findings support the hypothesis that lysergic acid, in- 
doleaklylamine, and phenethylamine hallucinogens share a 
common mechanism of action, i.e., central 5-HT receptor acti- 
vation. 59 references. (Author abstract modified) 


004008 Smith, Charles B.; Garcia-Sevilla, Jesus A.; Hollings- 
worth, Peggie J. Dept. of Pharmacology, University of Michi- 
gan Medical School, Ann Arbor, MI 48109 Alpha2-adrenorecep- 
tors in rat brain are decreased after long-term tricyclic antidepres- 
sant drug treatment. Brain Research. 210(1-2):413-418, 1981. 


The binding of 3H-clonidine to presynaptic alpha-adrenore- 
ceptors to membranes isolated from the amygdala, hippocampus, 
anterior caudate nucleus, locus coeruleus, and hypothalamus of 
male Sprague-Dawley rats was decreased after 2 weeks of twice 
daily treatment with amitriptyline. Binding was not altered by 
antidepressant treatment for only 1 day. In vitro, a high concen- 
tration of amitriptyline caused a competitive inhibition of 3H- 
clonidine binding, but did not alter the number of binding sites 
after 2 weeks of amitriptyline may explain the subsensitivity of 
these receptors observed after prolonged administration of anti- 
depressant drugs. Results suggest that endogenous depression 
may be the result of supersensitivity due to an increased number 
of presynaptic alpha2-adrenoreceptors in the brain. 17 refer- 
ences. (Author abstract modified) 


004009 Smith, D. J.; Azzaro, A. J.; Zaldivar, S. B.; Palmer, S.; 
Lee, H. S. Dept. of Anesthesiology, West Virginia University 
Medical Center, Morgantown, WV 26506 Properties of the opti- 
cal isomers and metabolites of ketamine on the high affinity trans- 

and catabolism of monoamines. Neuropharmacology. 
20(4):391-396, 1981. 


The effect of racemic ketamine hydrochloride and its isomers 
and metabolites on high affinity transport of tritiated monoa- 
mine neurotransmitters was studied in a crude synaptosomal 
fraction from male Sprague-Dawley rat cerebral cortex. Each of 
the agents caused a concentration dependent inhibition of trans- 
port processes. The ()-isomer of ketamine was about four times 
more potent than (-)-ketamine was on catechclamine transport, 
but the (-)-isomer was slightly more effective against serotonin 
transport. An N-demethylated derivative of ketamine (metabo- 
lite-1) and a cyclohexanone derivative of metabolite-1 were 
weaker inhibitors than was the parent drug. Metabolite-1 was a 
competitive inhibitor and inhibited the oxidative deamination of 
monamines more effectively than did ketamine. 37 references. 
(Author abstract modified) 


004010 Smith, John Robert. Oregon State University, Marine 
Science Center, Newport, OR The effects of thyrotropin-releas- 
ing hormone on cyclic AMP accumulation in rabbit cerebral corti- 
cal tissue in the presence and absence of CNS depressants. Life 
Sciences. 28(18):2065-2069, 1981. 


The in vitro effects of thyrotropin releasing hormone (TRH) 
on cyclic AMP accumulation in cortical brain slices from rab- 
bits is reported. Incubation of cortical tissue at three concentra- 
tions of TRH (inM, 2nM, and 5nM) had no discernible effects 
on baseline cyclic AMP levels. When cortical tissue was incu- 
bated in the presence of pentobarbital or if cortical tissue was 
taken from animals pretreated with alpha-methyl-p-tyrosine 
(alpha-MPT), the baseline cyclic AMP accumulation was re- 
duced. This decrease could be eliminated by the addition of 
TRH to the incubation media. When cortical tissue from atro- 


pine pretreated animals was used or when atropine was added 
to the incubation media, there was an increase in baseline cyclic 
AMP accumulation which was unaffected by the addition of 
TRH. These results show that TRH can modify cyclic AMP ac- 
cumulation in mammalian cortical brain tissue but this ability 
may become evident only in situations where normal cyclic 
AMP concentration has been reduced. 15 references. (Author 
abstract) 


004011 Soubrie, Philippe; Montastruc, Jean-Louis; Bourgoin, 
Sylvie; Reisine, Terry; Artaud, Francoise; Glowinski, Jacques. 
Glowinski: Groupe NB, INSERM U 114, College de France, 
11, place Marcelin Berthelot, F-75231 Paris Cedex 5, France In 
vivo evidence for GABAergic control of serotonin release in the 
cat substantia nigra. European Journal of Pharmacology. 
69(4):483-488, 1981. 


Push/pull cannulae were used to estimate the release of endo- 
genously synthesized 3H-serotonin in the substantia nigra (SN) 
and caudate nuclei (CN) of cats anesthetized with halothane. 
Unilateral nigral application of GABA reduced the local release 
of 3H-serotonin, whereas picrotoxin had the opposite effect. 
Both treatments failed to modify the 3H-serotonin release in the 
CN or contralateral SN. Results suggest that GABA neurons in- 
nervating the SN may regulate nigral serotonin transmission. 
The possibility that this regulation may be presynaptic or relat- 
ed to a change in the activity of the nigroraphe projection is 
discussed. 18 references. (Author abstract modified) 


004012 Spealman, R. D.; Goldberg, S. R.; Kelleher, R. T.; 
Morse, W. H.; Goldberg, D. M.; Hakansson, C. G.; Nieforth, K. 
A.; Lazer, E. S. New England Regional Primate Research 
Center, One Pine Hill Drive, Southborough, MA 01772 Effects 
of norcocaine and some norcocaine derivatives on schedule-con- 
trolled behavior of pigeons and squirrel monkeys. Journal of 
Pharmacology and Experimental Theraputics. 210(2):196-205, 
1979. 


The behavioral effects of norcocaine, three N-alkylated de- 
rivatives of norcocaine, and a phenyltropane analog of norco- 
caine (WIN 35,981) were compared with those of cocaine and a 
phenyltropane analog of cocaine (WIN 35,065-2). Squirrel mon- 
keys and pigeons responded under a multiple fixed-interval, 
fixed-ratio schedule of food presentation; squirrel monkeys also 
responded under a multiple fixed-interval, fixed-ratio schedule of 
termination of a stimulus associated with electric shock. The ef- 
fects of the drugs were qualitatively similar in each species, and 
depended mainly on the type of schedule that controlled re- 
sponding. In the fixed-interval components, some doses of each 
drug increased responding; maximal increases in responding 
were similar with each drug. Each drug also altered the pattern 
of responding in the fixed-interval components; suitable doses 
increased the low rates of responding, which occurred early in 
the intervals, but decreased higher rates of responding, which 
occurred later in the intervals. In the fixed-ratio components, 
each drug decreased responding in a dose related manner, de- 
creases resulted both from increased periods of pausing and 
from increased rates of responding once responding began. Nei- 
ther N-allyl-norcocaine nor N-cyclopropykemethyl-norcocaine 
antagonized the rate decreasing effects of cocaine under a fixed- 
ratio schedule of food presentation. Norcocaine and its N-alky- 
lated derivatives had the most rapid onset of effects and the 
shortest duration of effect followed in order by cocaine, WIN 
35,981 and WIN 35,065-2. Comparative potency is noted. 33 ref- 
erences. (Author abstract modified) 


004013 Speth, R. C.; Wastek, G. J.; Reisine, T. D.; Yamamura, 
H. I. Dept. of Pharmacology, University of Arizona School of 
Medicine, Tuczon, AZ 85721 Benzodiazepine receptors: effect of 
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tissue at 37 degrees C. Neuroscience Letters. 
13:243-247, 1979. 


(3H)Flunitrazepam binding to rat brain was as- 
sayed in incubations between zerc and 37 degrees C and in incu- 
bations at zero degrees C. The affinity of brain benzodiazepine 
receptors for (3H)flunitrazepam was significantly greater in the 
samples incubated at temperatures above zero degrees C. There 
was no change in the number of benzodiazepine receptors. The 
possible mechanisms for this enhanced binding affinity and the 
methodological implications for this observation are discussed. 
(Journal abstract modified) 


004014 Spindel, E.; Arnold, M. A.; Cusack, B.; Wurtman, R. J. 
Dept. of Nutrition and Food Science, Room 56-242, Massachu- 
setts Institute of Technology, Cambridge, MA 02139 Effects of 
caffeine on anterior pituitary and thyroid function in the rat. 
Journal of and Experimental Therapeutics. 
214(1):58-62, 1980. 

Acute i.p. administration of caffeine lowered serum thyrotro- 
pin (TSH) and growth hormone (GH) levels in male Sprague- 
Dawley rats in a dose dependent manner, with median effective 
doses of 30 and 50mg/kg, respectively. TSH levels were de- 
pressed 1 to 6 hours after caffein injection and were correlated 
with serum caffeine levels greater than 20mcg/ml. The decrease 
in serum TSH was followed by decreases in serum 3, 3’5-triio- 
dothyroxine and thyroxine 4 hours after caffeine injection. 
Theophylline and theobromine had effects similar to those of 
caffeine on hormone levels. Caffeine did not significantly affect 
hormone secretion when incubated directly with rat pituitaries 
in vitro. Administration of antisomatostatin antiserum to rats 
blocked the inhibitory effects of caffeine on serum GH levels, 
suggesting caffein inhibits GH and TSH secretion by releasing 


hypothalamic somatostatin. 35 references. (Author abstract 
modified) 


004015 Sprick, U.; Oitzl, M.-S.; Ornstein, K.; Huston, J. P. 
Huston: Institute of Psychology III, University of Dusseldorf, 
Universitatsstrasse 1, 4000 Dusseldorf, West Germany a 
depression induced by of enkephalins into 
hippocampus and neocortex. Brain Research. 210(1- AP 
1981. 


Injections of leu-enkephalin, met-enkephalin, and D-ala2-met- 
enkephalinamide into the neocortex and hippocampus of male 
Sprague-Dawley rats elicited spreading depression (SD) in both 
structures. Naloxone pretreatment antagonized the enkephalin- 
induced hippocampal seizure activity that frequently preceded 
the wave of SD. Naloxone also prevented SD induced by leu- 
enkephalin in the neocortex and by met-enkephalin in the hippo- 
campus, but did not alter SD induced by D-ala2-met-enkephalin- 
amide in either structure. It is suggested that some reported be- 
havioral effects of intracranial injections of enkephalins may be 
artifacts of hippocampal or cortical SD. 39 references. (Author 
abstract modified) 


004016 Stabrovskiy, Ye. M.; Shpanskaya, L. S. Tsentral’naya 
nauchno-issledovatel’skaya laboratoriya, Institut usovershenstvo- 
vaniya vrachey im. S. M. Kirova, Leningrad, USSR /The effect 
of destruction of hypothalamic monoaminergic 
structures on body temperature and gas exchange during extreme 
cooling./ Effekt farmakologicheskoy destruktsii monoaminergi- 
cheskikh struktur gipotalamusa na temperaturu tela i gazoobmen 
pri ostrom okhlazhdenii. Fiziologicheskiy Zhurnal SSSR imeni 
I. M. Sechenova. 66(9):1307-1311, 1980. 


The effect of pharmacological destruction of hypothalamic 
monoaminergic structures on body temperature and gas ex- 
change during extreme cooling was studied in white male rats. 
The animals were divided into several groups, each of which 
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was injected with various substances, some of which destroy the 
hypothalamic monoaminergic structures. Seven days after the 
injections the animals were placed for 1 hour in air temperatures 
of 22C and 5C. Gas exchange and body temperature were meas- 
ured. Results show that pharmacological destruction of hypo- 
thalamic noradrenergic and dopaminergic terminals decreases 
body temperature, both in thermoneutral conditions and during 
cooling, by decreasing the heat production level. Destruction of 
hypothalamic serotoninergic terminals in conditions of extreme 
cooling lead to some hyperthermia by decreasing heat loss and 
increasing heat production. 6 references. (Journal abstract modi- 
fied) 


004017 Stanishevskaya, A. V.; Vekshina, N. L. Lab. psikhofar- 
makologii, Tsentral’nyy NII sudebnoy psikhiatrii imeni. V. P. 
Serbskogo, Moskva, USSR /The role of opiate receptors of dif- 
ferent brain regions in determining the emotional reactions of 
rats./ Rol’ opiatnykh retseptorov razlichnykh otdelov mozga v 
formirovanii emotsional’nykh reaktsiy u krys. Fiziologicheskiy 
Zhurnal SSSR imeni I. M. Sechenova. 66(9):1287-1291, 1980. 


The role of opiate receptors of different brain regions in de- 
termining emotional reactions was studied in male rats. Cannulas 
were implanted in the brain in the area of the amygdala and 
perioaqueductal gray matter. In some of the animals bipolar 
Nichrome electrodes also were implanted in the area of the lat- 
eral hypothalamus and periaqueductal gray matter. Morphine 
was introduced into the amygdala, causing emotional and be- 
havioral changes characteristic of several forms of negative 
emotional states. Morphine also was introduced into the peria- 
queductal gray matter, causing inhibition of emotional reactiv- 
ity. This was manifested in a reduction of sensitivity to positive 
and negative stimuli. Results show that the opiate receptors of 
rat amygdala and periaqueductal gray matter take part in the 
formation of different emotional states produced by local admin- 
istration of morphine, with the nature of the states depending on 
the location of receptors in the cerebral structures. 14 refer- 
ences. (Journal abstract modified) 


004018 Stoff, David M.; Gale, Karen. Adult Psychiatry 
Branch, NIMH, St. Elizabeths Hospital, WAW Building, Wash- 
ington, DC 20032 Beta-phenylethylamine reversal of chlorproma- 
zine-induced activation of striatal tyrosine hydroxylase and cata- 
lepsy. Brain Research. 211(2):492-496, 1981. 


The ability of beta-phenylethylamine (PEA) to reverse the 
neurochemical and behavioral effects of striatal dopamine block- 
ade was studied in male Sprague-Dawley rats. The stimulation 
of striatal tyrosine hydroxylase by 20mg/kg chlorpromazine was 
reduced by about 50% by a 75mg/kg dose of PEA and was re- 
versed completely by 150mg/kg PEA. The 150mg/kg dose also 
partially reversed catalepsy induced by chlorpromazine. PEA 
was about 10 times less potent than amphetamine and 25 times 
less potent than apomorphine. 21 references. (Author abstract 
modified) 


004019 Stramentinoli, G.; Catto, E.; Algeri, S. BioResearch 
Co., Research Laboratories, I-20060 Liscate, Milan, Italy De- 
crease of noradrenaline O-methylation in rat brain induced by L- 
dopa. Reversal effect of S-adenosyl-L-methionine. Journal of 
Pharmacy and Pharmacology. 32(6):430-431, 1980. 


A 10mg/kg i.p. injection of L-dopa reduced brain concentra- 
tions of S-adenosyl-L-methionine (SAMe) and 3-methoxy-4-hy- 
droxyphenylglycol-S04 (MHPG) in male CD-COBS rats. Intra- 
muscular injection of 100mg/kg SAMe restored the concentra- 
tion of MHPG to normal values and partially restored the 
SAMe concentration. Results indicate that exogenous SAMe 
can reverse the decreased O-methylation of brain noradrenaline 
induced by L-dopa and suggest that L-dopa-induced depletion 
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of brain SAMe may affect methylation of other compounds that 
are substrates for methylating enzymes. 18 references. 


004020 Study, Robert E. Laboratory of Neurophysiology, 
NINCDS, Building 36, Room 2C02, NIH, Bethesda, MD 20205 
Phenytoin inhibition of cyclic guanosine 3':5'-monophosphate 
(cGMP) accumulation in neuroblastoma cells by calcium channel 
blockade. Journal of Pharmacology and Experimental Therapeu- 
tics. 215(3):575-581, 1980. 


The mechanism of the phenytoin inhibition of cyclic GMP 
(cGMP) accumulation in neuroblastoma cells was investigated. 
It is noted that phenytoin inhibits the calcium dependent in- 
creases in CGMP produced by high potassium depolarization 
and by muscarinic receptor activation in N1E-115 neuroblas- 
toma cells. The inhibition of the cGMP response to depolariza- 
tion is half-maximal at 40mcM, similar to the plasma concentra- 
tion associated with an optimal therapeutic response. The 
cGMP increase produced by the cationophore A23187 is insen- 
sitive to phenytoin blockade, indicating that the enzymatic ma- 
chinery responsible for calcium stimulated cGMP accumulation 
is not affected. The calcium concentration/response curve for 
the cGMP response to high potassium showed noncompetitive 
inhibition by phenytoin. Results suggest that phenytoin inhibits 
cGMP responses by blocking calcium influx. The ability to 
block the depolarization-induced cGMP response is shared by 
other anticonvulsant which are effective against generalized 
tonic/clonic and cortical focal seizures but not by those effec- 
tive against absence seizures. 50 references. (Author abstract 
modified) 


004021 Subramanian, N.; Whitmore, W. L.; Seidler, F. J.; Slot- 
kin, T. A. Slotkin: Box 3813, Duke University Medical Center, 
Durham, NC 27710 Ontogeny of histaminergic neurotransmission 
in the rat brain: concomitant development of neuronal histamine, 
H-1 receptors, and H-1 receptor-mediated stimulation of phospho- 
lipid turnover. Journal of Neurochemistry. 36(3):1137-1141, 1981. 


The ontogeny of brain histaminergic transmission was studied 
in Sprague-Dawley rats. In the hypothalamus, which is rich in 
histaminergic innervation, histamine levels were low at birth, in- 
creased sharply at 8 days of age, and attained adult concentra- 
tions shortly thereafter. Regions poor in histaminergic innerva- 
tion showed a high initial level of histamine and a subsequent 
decline with development. The developmental profile for H-1 
receptor binding of 3H-mepyramine resembled that of the neur- 
onal histamine pool; age related increases resulted from changes 
in the number of binding sites, with no change in affinity. The 
developmental profile for cellular responses to H-1 receptor ac- 
tivation was also similar to that observed for hypothalamic his- 
tamine levels. Results indicate that neuronal histamine, its key 
biosynthetic enzyme, and H-1 receptors coupled directly to cel- 
lular events develop simultaneously. 28 references. (Author ab- 
stract modified) 


004022 Sugikawa, Masaki; Kagawa, Kyoichi; Tomizawa, 
Setsuo. Dept. of Pharmacology, Central Research Lab., Yomei- 
shu Seizo Co., Ltd., 2132-37, Nakaminowa, Minowa-machi, 
Kami-Inagun, Nagano 399-46, Japan Inhibitory action of the 
combination of aminopyrine and secobarbital on EEG activation, 
neocortical recruiting and augmenting responses in rabbits. Japa- 
nese Journal of Pharmacology. 30(3):309-316, 1980. 


The effect of aminopyrine and secobarbital (at a molar ratio 
of 2:1, the mixture and molecular compound) on rabbit EEG ac- 
tivation was examined. Secobarbital (40mg/kg, orally) elevated 
threshold voltages in the neocortical and hippocampal EEG 
produced by high frequency electrical stimulation of the mid- 
brain reticular formation (MRF), nucleus centralis medialis 
(CM) of the thalamus, and posterior hypothalamus (PHA) by 


40, 40, and 80%, respectively. Aminopyrine (80mg/kg) alone 
did not affect the arousal response. The molecular compound 
(120mg/kg) was more potent than secobarbital alone in inhibit- 
ing the arousal responses induced by stimulation of MRF and 
CM. The inhibitory action of the mixture (120mg/kg) on the 
PHA arousal response was significantly weaker than the effect 
of the molecular compound. Secobarbital and the molecular 
compound slightly inhibited the neocortical augmenting and re- 
cruiting responses. 10 references. (Author abstract modified) 


004023 Supavilai, Porntip; Karobath, Manfred. Karobath: Psy- 
chiatrische Universitatsklinik, Lazarettgasse 14, A-1090 Wien, 
Austria In vitro modulation by avermectin Bia of the GABA/ben- 
zodiazepine receptor complex of rat cerebellum. Journal of Neur- 
ochemistry. 36(3):798-803, 1981. 


Avermectin-Bla (AVM), a macrolytic lactone anthelmintic 
agent, caused a concentration dependent increase in 3H-flunitra- 
zepam binding to membranes from Sprague-Dawley rat cerebel- 
lum by increasing the affinity and number of binding sites. 
GABA, piperidine-4-sulfonic acid, and 4,5,6,7- 
tetrahydroisoxazolo(4,5,c)pyridine-3-ol diminished the effects of 
AVM on benzodiazepine receptor binding in a bicuculline sensi- 
tive fashion. The stimulation of 3H-flunitrazepam binding by 
AVM was alse decreased by the pyrazolopyridines etazolate 
and catazolate. Results suggest that AVM, the pyrazolopyri- 
dines, and GABA modulate benzodiazepine receptor binding by 
acting at different but functionally related sites. 14 references. 
(Author abstract modified) 


004024 Suzuki, O.; Katsumata, Y.; Oya, M. Dept. of Legal 
Medicine, Hamamatsu University School of Medicine, Hama- 
matsu 431-31, Japan Oxidation of beta-phenylethylamine by both 
types of monoamine oxidase: examination of enzymes in brain and 
liver mitochondria of eight species. Journal of Neurochemistry. 
36(3):1298-1301, 1981. 


Beta-phenylethylamine (PEA) was characterized as a sub- 
strate for type-A and type-B monoamine oxidase (MAO) in 
brain and liver mitochondria of eight species. At 10.0mcM, 
PEA was almost specific for type-B MAO in all species. At 
1000mcM, however, PEA was common for both types of MAO 
in rat brain and liver, human brain and liver, mouse brain, 
guinea-pig brain and liver, and bovine brain; at this concentra- 
tion it was specific for type-B MAO in mouse liver, rabbit brain 
and liver, bovine liver, pig brain and liver, and chicken brain 
and liver. 25 references. (Author abstract modified) 


004025 Sved, Alan F.; Goldberg, Irene M.; Fernstrom, John D. 
Fernstrom: Dept. of Nutrition and Food Science, Room 56-137, 
Massachusetts Institute of Technology, Cambridge, MA 02139 
Dietary protein intake influences the antihypertensive potency of 
methyldopa in spontaneously hypertensive rats. Journal of Phar- 
macology and Experimental Therapeutics. 214(1):147-151, 1980. 


When male spontaneously hypertensive Okamoto rats con- 
sumed a single meal before receiving methyldopa (MD), the in- 
crease in brain MD levels and the blood pressure reduction 
varied inversely with the meal’s protein content. MD injection 
elicited a greater reduction in blood pressure and larger rise in 
brain MD in rats consuming a protein-free meal than in fasting 
animals and induced a smaller fall in blood pressure and a small- 
er increase in brain MD in rats ingesting a protein containing 
meal than in fasting animals. Ingestion of a food identical in 
amino acid content to 18% casein but containing an amino acid 
mixture instead of protein also blunted the MD-induced fall in 
blood pressure. However, consumption of a similar diet lacking 
the large neutral amino acids (LNAAS) but not other amino 
acid elicited an MD-induced blood pressure reduction similar to 
that caused by ingesting a protein free diet. The combined ef- 


fects of meal consumption and MD injection on brain MD and 
blood pressure correlated significantly with the serum ratio of 
MD to the sum of the natural LNAAs and not with serum MD 
alone. Similar effects were observed with chronic dietary and 
MD treatments. Results indicate that dietary protein can signifi- 
cantly influence the potency of a clinically important amino 
acid drug that acts within the brain. 16 references. (Author ab- 
stract modified) 


004026 Svensson, Torgny H. no address Effect of chronic treat- 
ment with tricyclic antidepressant drugs on identified brain nora- 
drenergic and serotonergic neurons. Acta Psychiatrica Scandina- 
vica. 61(Suppl. 280):121-131, 1980. 


The effect of chronic treatment with tricyclic antidepressant 
drugs on identified brain noradrenergic and serotonergic neu- 
rons was studied via single unit recording techniques. It is con- 
cluded that: 1) the feedback inhibition of central noradrenaline 
(NA) neurons in the dorsal raphe nucleus by some tricyclic 
drug (e.g. imipramine) is mediated by alpha-receptors of presyn- 
aptic character; 2) chronic treatment with imipramine, even in 
relatively high doses, causes a persistent inhibition of the activi- 
ty of the NA neurons; 3) although some tricyclic antidepressasnt 
drugs may have presynaptic alpha-receptor blocking actions, 
others (e.g. chlorimipramine) obviously are devoid of such an 
effect; and 4) presynaptic serotonin receptors do not seem to 
show any altered response to a presynaptic serotonin receptor 
agonist. A panel discussion of these findings is appended. 36 ref- 
erences. 


004027 Szeto, Hazel H.; Clapp, James F., III; Larrow, Rodney 
W.; Hewitt, Jean; Inturrisi, Charles E.; Mann, Leon I. Dept. of 
Pharmacology, Cornell University Medical College, New York, 
NY 10021 Disposition of methadone in the ovine maternal-fetal 
unit. Life Sciences. 28(19):2111-2117, 1981. 


The distribution of methadone between mother and fetus after 
a single dose and at steady-state was determined, using the 
chronic pregnant ewe preparation. Following a single i.v. dose 
(O.5mg/kg) to the mother, methadone was rapidly distributed 
to the fetus; peak concentration in the umbilical vein occurred 
within 2 minutes. An umbilical venous/arterial gradient existed 
for 10 to 15 minutes after drug administration, indicating uptake 
of methadone by fetal tissues. Methadone concentration in the 
fetus was two to five times lower than those in the mother even 
in the postdistribution phase. When methadone was infused at a 
constant rate to the mother, steady-state was achieved in both 
mother and fetus within 4 to 5 hours. 11 references. (Author ab- 
stract modified) 


004028 Takano, Yukio; Kohjimoto, Yoshiro; Kamiya, Hiro-o. 
Dept. of Pharmacology, School of Pharmaceutical Sciences, Fu- 
kuoka University, Fukuoka 814, Japan The high affinity choline 
uptake system with respect to the muscarinic receptors using a 
synaptosomal fraction abundant in presynaptic membranes. Japa- 
nese Journal of Pharmacology. 30(1):119-122, 1980. 


The effects of atropine and oxotremorine on high affinity cho- 
line (Ch) uptake in guinea-pig brain were examined in vivo and 
in vitro. Ch uptake was significantly increased by i. p. adminis- 
tration of Smg/kg atropine, but was not significantly decreased 
by oxotremorine (0.3mg/kg i.p.). In a synaptosomal fraction rich 
in presynaptic membranes, 10mcM and 100mcM atropine in- 
creased high affinity Ch by 51 and 56% respectively. A 10mcM 
concentration had no effect. Results suggest that high affinity 
Ch uptake is regulated by muscarinic receptors in presynaptic 
membranes. 18 references. 


004029 Tardy, M.; Costa, M. F.; Rolland, B.; Fages, C.; Gon- 
nard, P. Dept. de Biochimie, C.H.U. Henri-Mondor, F-94010 
Creteil Cedex, France Benzodiazepine receptors on primary cul- 
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tures of mouse astrocytes. Journal 
36(4):1587-1589, 1981. 


Benzodiazepines were found to bind to glial membranes on a 
single type of site, with a high affinity on about 100 fmol of sites 
per mg protein. The number of binding sites is increased when 
the membranes are treated with Triton X-100. Antiepileptic 
drugs such as clonazepam and phenobarbital, and hypnotic 
drugs such as Ro-11-3128 and Ro-11-6896 are abie in pharmaco- 
logical concentrations to displace (3H)flunitrazepam from its 
glial binding sites. 13 references. (Author abstract) 


of Neurochemistry. 


004030 Taylor, John E.; Richelson, Elliott. Dept. of Psychia- 
try, Mayo Foundation, Rochester, MN 55901 Desensitization of 
histamine H1 receptor-mediated cyclic GMP formation in mouse 
neuroblastoma cells. Molecular Pharmacology. 15:462-471, 1979. 


Evidence is presented that histamine H1 receptor mediated 
cyclic GMP formation by intact mouse neuroblastoma cells 
(clone NIE-115) is attenuated by prolonged exposure to hista- 
mine. This desensitization was dependent upon the concentra- 
tion of histamine and at 10mcM the half-time was about 9 min, 
whereas the half-time for resensitization in the absence of hista- 
mine was about 13 min. The order of potency for agonist-in- 
duced desensitization correlated with the order of potency for 
stimulating the H1 receptor in blocking desensitization by hista- 
mine. The EDSO for activation and for desensitization by hista- 
mine of the receptor mediated response was approximately 
equal to its KA for the H1 receptor. Omission of CA in the 
medium prevented cyclic GMP formation, but did not affect de- 
sensitization suggesting that cyclic GMP formation is not re- 
quired for the development of the desensitized state. Desensiti- 
zation was temperature dependent and marked inhibition of pro- 
tein synthesis did not affect desensitization or its reversal. The 
EDS50s for histamine stimulated cyclic GMP formation in con- 
trol and in partially desensitized cells were similar, while the 
maximum response was reduced. 30 references. (Journal abstract 
modified) 


004031 Taylor, W. J.; Wolf, A.; Young, J. M. Dept. of Phar- 
macology, University of Cambridge, Hills Road, Cambridge, 
CB2 2QD, England The interaction of amine local anaesthetics 
with muscarinic receptors. British Journal of Pharmacology. 
71(1):327-335, 1980. 


The binding of (-)-(3H)-quinuclidinyl benzilate (3H-QNB) to 
muscarinic receptors in crude synaptosomal preparations from 
guinea-pig brain was inhibited by the amine local anesthetics 
Proadifen, tetracaine, procaine, quinidine, procainamide, bupiva- 
caine, lignocaine, and prilocaine, in decreasing order of potency. 
The concentration of tetracaine or prilocaine causing 50% inhi- 
bition of receptor specific binding of 3H-QNB varied linearly 
with the concentration of 3H-QNB, suggesting the interaction 
between these amines and the muscarinic receptor at lower con- 
centrations of the amines is competitive. The log dose/response 
curve for the contractile response of longitudinal muscle strips 
from guinea-pig intestine to carbachol was shifted in a parallel 
fashion by low concentrations of tetracaine, but flattened by 
higher doses. A similar effect was observed for lignocaine and 
prilocaine. The curve for inhibition of 3H-QNB binding by car- 
bachol was not significantly altered by I1mM prilocaine. Al- 
though prilocaine increases the affinity of nicotinic acetylcholine 
receptors for agonists, there was no evidence it has a similar 
effect on agonist binding to muscarinic receptors. 28 references. 
(Author abstract modified) 


004032 Theodorou, A. E.; Hall, M. D.; Jenner, P.; Marsden, C. 
D. Marsden: University Dept. of Neurology, Institute of Psychi- 
atry, Denmark Hill, London SE5, England Cation regulation dif- 
ferentiates specific binding of (3H)sulpiride and (3H)spiperone to 
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rat striatal preparations. Journal of Pharmacy and Pharmacol- 
ogy. 32(6):441-444, 1980. 


Female Wistar rat striatal membranes were used to compare 
the effects of monovalent and divalent cations on the binding of 
3H-sulpiride, a substituted benzamide ligand for D-2 receptors, 
and 3H-spiperone, a typical neuroleptic that binds to both D-1 
and D-2 receptors. The specific binding of 3H-sulpiride was 
highly dependent on the presence of sodium ions, whereas 3H- 
spiperone binding was not. Calcium, potassium, and magnesium 
ions did not markedly affect 3H-sulpiride binding. Results sug- 
gest that sodium dependency may account for the atypical prop- 
erties of substituted benzamide drugs. 17 references. 


004033 Theodorou, A.; Gommeren, W.; Clow, A.; Leysen, J.; 
Jenner, P.; Marsden, C. D. University Dept. of Neurology, In- 
stitute of Psychiatry, Denmark Hill, London SES, England 
Chronic neuroleptic treatment specifically alters the number of 
dopamine receptors in rat brain. Life Sciences. 28(14):1621-1627, 
1981. 


The specificity of the alteration of number of dopamine re- 
ceptors in rat brain by chronic neuroleptic treatment was inves- 
tigated. Trifluoperazine dihydrochloride was administered con- 
tinuously to rats drinking water for 6 months. Animals killed at 
this time exhibited an increase in the number of dopamine recep- 
tors in the striatum and mesolimbic area, with a corresponding 
decrease in affinity for 3H-spiperone binding. However, no 
changes in the following were observed: 3H-apomorphine bind- 
ing, 3H-dexetemide binding to muscarinic receptors, 3H-mepyr- 
amine binding to H1 histamine receptors, 3H-WB 4101 binding 
to alpha-noradrenergic receptors, and 3H-muscimol binding to 
GABA receptors. Thus, chronic neuroleptic administration to 
rats appears to alter specifically the number of cerebral dopa- 
mine receptors. 25 references. (Author abstract modified) 


004034 Thornhill, J. A.; Cooper, K. E.; Veale, W. L. Division 
of Medical Physiology, Faculty of Medicine, University of Cal- 
gary, Calgary, Alberta, Canada T2N 1N4 Core temperature 
changes following administration of naloxone and naltrexone to 
rats exposed to hot and cold ambient temperatures. Evidence for 
the physiological role of endorphins in hot and cold acclimatiza- 
tion. Journal of Pharmacy and Pharmacology. 32(6):427-430, 
1980. 


Core temperatures were measured in male Sprague-Dawley 
rats exposed to 4 or 38 degrees C and given a single subcutane- 
ous 10mg/kg injection of naloxone or naltrexone. Both narcotic 
antagonists caused core temperature to decrease significantly 
below control level during exposure to cold and to increase 
above control level during exposure to heat. Results suggest 
that blockade of brain and pituitary endorphins by narcotic an- 
tagonists causes an acute disturbance in the animals’ ability to 
acclimatize to severe changes in ambient temperature. 7 refer- 
ences. 


004035 Ticku, Maharaj K. Dept. of Pharmacology, University 
of Texas Health Sciences Center, 7703 Floyd Curl Drive, San 
Antonio, TX 78284 The effects of acute and chronic ethanol ad- 
ministration and its withdrawal on gamma-aminobutyric acid re- 
ceptor binding in rat brain. British Journal of Pharmacology. 
70(3):403-410, 1980. 


Acute treatment with ethanol (2 to 4mg/kg i.p.) increased the 
binding capacity of the low affinity GABA receptor site in male 
Sprague-Dawley rat brain. However, GABA receptor binding 
was not altered after chronic ethanol administration (1 to 21 
days); this suggests that GABA receptors may adapt to the con- 
tinuing presence of ethanol at the GABA synapse. The affinity 
of the low affinity GABA binding site 8 and 16 hours after 
withdrawal from chronic ethanol was significantly reduced, 


compared to the affinity in pair fed controls. Results suggest 
that GABA receptor sensitivity may play a role in some of the 
neuropharmacological effects of ethanol and in ethanol with- 
drawal symptoms. 41 references. (Author abstract modified) 


004036 Ticku, Maharaj K. Dept. of Pharmacology, University 
of Texas Health Sciences Center, 7703 Floyd Curl Drive, San 
Antonio, TX 78284 Interaction of stereoisomers of barbiturates 
with (3H)alpha-dihydropicrotoxinin binding sites. Brain Research. 
211(1):127-133, 1981. 


Racemic depressant barbiturates inhibited the binding of the 
GABA antagonist (3H)alpha-dihydropicrotoxinin ((3H)DHP) to 
male Sprague-Dawley rat brain membranes with median inhibi- 
tory concentrations ranging from 5 to 50mcM. The (-)-isomers 
of pentobarbital and secobarbital were three to four times more 
potent than their ()-isomers in inhibiting 3H-DHP binding, but 
the ()-isomer of hexobarbital was more potent than (-)-hexobar- 
bital. The stereoisomers of 1-methyl-5-phenyl-propylbarbituric 
acid (MPPB), which show opposite pharmacological activity, 
inhibited (3H)DHP binding in a biphasic manner with a plateau 
at 4 to 100nM MPPB. The possibility that depressant and con- 
vulsant barbiturates act at the DHP site at the GABA synapse is 
discussed. 24 references. (Author abstract modified) 


004037 Ticku, Maharaj K.; Burch, Troie. Division of Molecu- 
lar Pharmacology, Dept. of Pharmacology, University of Texas 
Health Sciences Center, San Antonio, TX Alterations in gamma- 
aminobutyric acid receptor sensitivity following acute and chronic 
ethanol treatments. Journal of Neurochemistry. 34(2):417-423, 
1980. 


The effects of acute and chronic ethanol ingestion on the 
binding of the inhibitory neurotransmitter 3-H-gamma-aminobu- 
tyric acid (GABA) was investigated in inbred strains of mice. 
Acute effects were analyzed in DBA/2J (alcohol avoiding) and 
C57BL/6J (alcohol preferring) mice, while chronic effects were 
analyzed in C57 mice. Acute ethanol produced a significant in- 
crease in the binding capacity of the low affinity GABA bind- 
ing site in both C57 and DBA mice, without significantly alter- 
ing other binding parameters. The enhanced binding capacity 
may be responsible for the behavioral depression associated with 
ethanol use. Chronically treated C57 mice exhibited a decrease 
in the density of low affinity GABA receptor sites. The results 
suggest the possible involvement of GABA synaptic function in 
the neuropharmacological effects of ethanol. The possibility that 
chronic ethanol administration may result in adaptation of 
GABA receptors to the continuous presence of ethanol-induced 
CNS depression is discussed. 45 references. (Author abstract 
modified) 


004038 Tortella, Frank C.; Moreton, J. Edward; Khazan, 
Naim. Moreton: Dept. of Pharmacology and Toxicology, Univ. 
of Maryland School of Pharmacy, 636 W. Lombard St., Balti- 
more, MD 21201 Electroencephalographic and behavioral toler- 
ance to and cross-tolerance between D-ala2-methioni keph 
linamide and morphine in the rat. Journal of Pharmacology and 
Experimental Therapeutics. 210(2):174-179, 1979. 


Rats were given repeated i.vt. ijections of D-enkephalin 
(20mcg/4hr) or morphine (20mcg/4hr) for 72 to 96 hours 
during EEG recording. Initial epileptiform EEG and associated 
wet dog shakes occurred following D-enkephalin but not mor- 
phine. The epileptoid EEG progressed to a continuous high 
voltage EEG synchrony similar to morphine, and was associat- 
ed with behavioral stupor. REM sleep also was suppressed. Re- 
peated administration of D-enkephalin or morphine produced 
tolerance to their effects. When challenged with i.vt. morphine, 
D-enkephalin tolerant rats were cross-tolerant to morphine. 
Likewise, morphine tolerant rats were cross-tolerant to D-enke- 


phalin. While the morphine tolerant rats demonstrated a marked 
abstinence syndrome when challenged with naloxone (10mg/kg, 
i.p.) no abstinence signs were observed in the D-enkephalin rats. 
The demonstration of tolerance and cross-tolerance between 
morphine and D-enkephalin suggests a similar mechanism of 
action, but the differential development of physical dependence 
may entail different mechanisms of receptor sensitivities for this 
effect. These findings of similarities and differences in the acute 
and chronic effects of D-enkephalin and morphine support the 
contention that heterogeneous opiate receptors may mediate 
their pharmacologic actions. 42 references. (Author abstract) 


004039 Toth, Jeno; Lajtha, Abel. Center for Neurochemistry, 
Rockland Research Institute, Ward’s Island, NY 10035 Drug-in- 
duced changes in the composition of the cerebral free amino acid 
pool. Neurochemical Research. 6(1):3-12, 1981. 


The effects of insulin, hydroxybutyrate, deoxypyridoxine, 
chlorpromazine, codeine, morphine, puromycin, and cyclohexi- 
mide on the composition of free amino acids in Swiss mouse and 
Wistar rat brain were tested. Signficant changes in a number of 
amino acids were seen with most compounds tested. The largest 
change was in alanine, which was increased 50% by glucose 
and decreased 20-60% by various drugs. Histidine levels were 
increased by many drugs, but nonessential amino acids were 
mostly decreased. The pattern of changes in mouse brain dif- 
fered somewhat from that in rat brain. Results indicate that 
changes in amino acid levels may contribute to the pharmaco- 
logical action of many drugs. 28 references. (Author abstract 
modified) 


004040 Tramposch, A.; Sangdee, C.; Franz, D. N.; Karler, R.; 
Turkanis, S. A. Dept. of Pharmacology, University of Utah Col- 
lege of Medicine, Salt Lake City, UT 84132 Cannabinoid-in- 
duced enhancement and depression of cat monosynaptic reflexes. 
Neuropharmacology. 20(6):617-621, 1981. 


In a study of the mechanisms of the convulsant and anticon- 
vulsant aciions of delta9-tetrahydrocannabinol (THC) and can- 
nabidiol (CBD), the effects of the cannabinoids were compared 
with those of phenytoin (PHT) on the spinal monosynaptic 
pathway of unanesthetized spinal cats. Small doses of THC en- 
hanced pretetanic and posttetanic potentials, whereas PHT, 
CBD, and large doses of THC depressed the reflex. It is sug- 
gested that the excitatory influence on central synaptic transmis- 
sion may contribute to the convulsant action of THC and that 
the depressant may account for the anticonvulsant action of can- 
nabinoids. 25 references. (Author abstract modified) 


004041 Trinus, K. F.; Skryma, R. N. Institut fiziologii im. A. 
A. Bogomol'’tsa AN SSSR, Kiev, USSR /The excitatory effect 
of atropine on the neurons of the frog sympathetic ganglia./ Voz- 
buzhdayusncheye deystviye atropina na neyrony simpatiches- 
kikh gangliyev lyagushki. Neyrofiziologiya. 12(1):101-103, 1980. 


Depolarization, accompanied by an increase in membrane 
conductance which was produced by atropine was studied in 
frog sympathetic ganglion neurons after activation of the recep- 
tors with different cholinomimetics. Results show that atropine 
perfusion caused excitatory effects if perfusion with acetylcho- 
line or with a mixture of suberildicholine and 5-methylfurmeth- 
ide had been performed beforehand, activating both nicotinic 
and muscarinic receptors. After activation of nicotinic receptors 
with suberildicholine, or muscarinic receptors with 5-methylfur- 
methide, atropine caused no changes in the electric properties of 
the membrane. These results suggest that atropine, acting on re- 
ceptors which have been changed after the action of agonists, 
can evoke their activation. (Journal abstract modified) 


004042 Trotta, E. E.; Freire, G. L. Depto. de Fisiologia, Insti- 
tuto Biomedico, Universidade Federale Fluminense, Rua Her- 
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nani Mello no. 101, Niteroi, 24-210, RJ, Brazil Inhibition by caf- 
feine of calcium uptake by brain microsomal vesicles. Journal of 
Pharmacy and Pharmacology. 32(11):791-793, 1980. 


Caffeine inhibited the rate of calcium uptake and the steady- 
state level of calcium accumulation in rabbit brain microsomal 
vesicles. Calcium uptake was inhibited 16, 33, and 50% by 5, 10, 
and 15mM concentrations of caffeine, respectively. Similarities 
between the effects of caffeine on the calcium pump in brain 
and muscle are discussed. Results suggest the central stimulatory 
effects of caffeine may be due to inhibition of calcium uptake by 
subcellular vesicles and consequent facilitation of transmitter re- 
lease. 21 references. 


004043 Tskhadadze, L. V. Tbilisskiy gosudarstvennyy medit- 
sinskiy institut, Tbilisi, USSR /The effect of serotonin on the ex- 
osecretory action of the pancreas./ Vliyaniye serotonina na 
vneshnesekretornuyu deyatel’nost’ podzheludochnoy zhelezy. 
Soobshcheniya Akademii Nauk Gruzinskoy SSR. 100(1):189- 
192, 1980. 


The effect of serotonin on the exosecretory action of the dog 
pancreas was studied. Results show that: intramuscular adminis- 
tration of 0.1 to 1.0mg/kg of serotonin in adult dogs depresses 
the secretion of pancreatic juice, simultaneously reducing the 
alkalinity of the juice, and increasing diastase activity; serotonin 
strongly stimulated the secretion activity of the pancreas in pup- 
pies 3 to 4 months old. These results show that the action of 
serotonin on pancreatic secretion is caused by the excitation of 
the parasympathicus, since anticholinesterase substances increase 
the effect of serotonin. 10 references. (Journal abstract modified) 


004044 Tucek, Stanislav; Dolezal, Vladimir; Sullivan, Ann C. 
Institute of Physiology, Czechoslovak Academy of Sciences, 
Videnska 1083, 14220 Prague, Czechoslovakia Inhibition of the 
synthesis of acetylcholine in rat brain slices by (-)-hydroxycitrate 
and citrate. Journal of Neurochemistry. 36(4):1331-1337, 1981. 


The inhibition of synthesis of acetylcholine (ACh) in rat brain 
slices by (-)-hydroxycitrate and citrate is described. Slices of rat 
caudate nucleus were incubated in a solution of NaCl, KCl, 
MgCl2, NaH2PO04, NaHCO3, choline chloride, paraoxon, 
EGTA, and oxidizable substrates, and the inhibitory effects of (- 
)-hydroxycitrate and citrate on ACh synthesis were examined. 
The possibility is discussed that citrate alters the intracellular 
milieu in cholinergic neurons by chelating the intracellular Ca2 
and decreases the supply of mitochondrial acetyl-CoA to the 
cytosol. The results with (-)-hydroxycitrate indicate that the 
cleavage of citrate by adenosine triphosphate citrate lyase is not 
responsible for the supply of more than about one third of the 
acetyl-CoA which is used for the synthesis of ACh when glu- 
cose or pyruvate are the main oxidizable substrates. This pro- 
portion may be even smaller, since (-)-hydroxycitrate possibly 
affects the synthesis of ACh from glucose and pyruvate by a 
mechanism similar to that of citrate, rather than by the inhibi- 
tion of adenosine triphosphate citrate lyase. 29 references. 
(Author abstract modified) 


004045 Vaynshteyn, G. B.; Pinegin, L. Ye. Lab. regulyatsii 
mozgovogo krovoobrashcheniya, Institut evolyutsionnoy fiziolo- 
gii i biokhimii im. I. M. Sechenova, AN SSSR, Leningrad, 
USSR /The dynamics of systemic venous, arterial, and cerebro- 
spinal fluid pressure under i.v. administration of polyethylene 
glycol./ Dinamika tsentral’nogo venoznogo, arterial’nogo i lik- 
vornogo davleniy pri vvedenii polietilenglikolya. Fiziologiches- 
kiy Zhurnal SSSR imeni I. M. Sechenova. 66(9):1369-1375, 
1980. 


The dy ics of sy venous, arterial, and cerebrospinal 
fluid (CSF) pressure under i.v. administration of polyethylene 
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glycol was studied in cats. Polyethylene glycol was adminis- 
tered i.v. to 12 anesthetized fully grown cats via the left femoral 
vein at the rate of 0.2ml/kg/min. Arterial pressure was meas- 
ured with a mercury pressure gauge via a catheter in the right 
femoral artery; systemic venous pressure with a water pressure 
gauge via a catheter leading from the right femoral vein to the 
upper vena cava; and CSF pressure with a needle in the major 
occipital cistern, connected to a water pressure gauge. Results 
show that arterial pressure increased by 20 to 30mm Hg, and 
systemic venous pressure increased from 80 to 100mm H20. 
Within 30 minutes of the end of polyethylene glycol administra- 
tion the hemodynamics returned to initial levels due to in- 
creased diuresis, but cistern CSF pressure decreased as a result 
of dehydration of the brain. This decrease was counteracted by 
the high venous and arterial pressure, but after normalization of 
hemodynamics, the CSF pressure was decreased by 90 to 
100mm H20 from the initial level. 15 references. (Journal ab- 
stract modified) 


004046 Velasco, Francisco; Velasco, Marcos; Romo, Ranulfo. 
Div. of Neurophysiology, Dept. of Scientific Research, National 
Medical Center, IMSS, P.O. Box 73-032, Mexico City, Mexico 
Specific and non-specific multiple unit activities during pentylene- 
tetrazol seizures. I. Animals with isole’. Electroencephalography 
and Clinical Neurophysiology. 49(5-6):600-607, 1980. 


The sequence of activation and deactivation of multiple unit 
activities (MUA) in the brainstem reticular formation and pyra- 
midal tract was studied in relation to clinical seizures and EEG 
and electromyographic (EMG) tonic/clonic discharges induced 
by pentylenetetrazol (PTZ) in cats immobilized by high spinal 
transection (encephale isole). Threshold doses of PTZ (20mg/kg 
i.v.) produced a significant increse in mesencephalic and pontine 
MUA 3 seconds after the termination of PTZ injection and an- 
ticipated for 5 seconds the onset of EEG tonic/clonic dis- 
charges. The mesencephalic and pontine reticular MUA and 
EMG MUA showed a further increase at the onset of EEG and 
pyramidal tract tonic/clonic discharges. EEG spike activity and 
pyramidal tract MUA decreased significantly 16 seconds later, 
whereas mescencephalic and pontine MUA and EMG remained 
high. Results suggest that PTZ-induced seizures start in the 
brinstem reticular formation and propagate to muscles by at 
least two pathways, pyramidal and extrapyramidal. Inhibition of 
seizure activity may start at the cortical level. 19 references. 


004047 Wallis, David; Nash, Hywel. Dept. of Physiology, Uni- 
versity College, P.O. Box 78, Cardiff CF1 1XL, Wales Relative 
activities of substances related to 5-hydroxytryptamine as depolar- 
izing agents of superior cervical ganglion cells. European Journal 
of Pharmacology. 70(3):381-392, 1981. 


Membrane potential changes evoked by 5-hydroxytryptamine 
(5-HT) and related substances were recorded by the sucrose gap 
method from rabbit ganglia superfused with Krebs solution at 20 
degrees celsius. Some 5-HT analogues evoked prolonged re- 
sponses distinctly different from the rapid depolarization and re- 
polarization characteristic of 5-HT, while other analogues were 
inactive. Compounds dimethylated or trimethylated at the side 
chain nitrogen atom were also able to activate nicotinic recep- 
tors. The optimal requirements for activating ganglionic 5-HT 
receptors were a hydroxyl group at position 5 on the indole nu- 
cleus and a side chain bearing an ethylamine amino group. 
Methy]! substituents around the terminal nitrogen were well tol- 
erated, and a quaternary nitrogen could increase activity at the 
5-HT receptor. Substitution of a methyl group at carbon atom 2 
of the indole nucleus reduced activity. 34 references. (Author 
abstract modified) 


004048 Warsh, Jerry J.; Godse, Damodar D.; Li, Peter P.; 
Cheung, Siu W. Sec. of Biochemical Psychiatry, Clarke Insti- 


tute of Psychiatry, University of Toronto, 250 College St., To- 
ronto, Ontario MST 1R8, Canada Postmortem stability of brain 
3-methoxy-4-hydroxyphenylethyleneglycol and 3,4-dihydroxyphen- 
ylethyleneglycol in the rat and mouse. Journal of Neuroche- 
mistry. 36(3):902-907, 1981. 


Gas chromatography/mass fragmentography was used to 
study the postmortem stability of brain 3-methoxy-4-hydroxy- 
phenylethyleneglycol (MHPG) and 3,4-dihydroxphenylethylen- 
eglycol (DHPG) in male Wistar rats and male Swiss-Webster 
mice. Two hours after death, significant decreases were seen in 
rat brain free DHPG (20%), total MHPG (21%), and total 
DHPG (11%) at 4 degrees C; free MHPG increased significant- 
ly (50%). At 21 degrees, rat brain total MHPG increased (15%) 
2 hours after death, but decreased (15%) at 4 and 8 hours; free 
MHPG levels were increased. Brain total and conjugated 
DHPG levels showed little change, but free DHPG levels were 
reduced at all times. In mouse brain, no significant changes in 
free MHPG and DHPG were seen within 24 hours at 4 degrees; 
at 21 degrees, mouse brain DHPG levels decreased and MHPG 
levels increased. 26 references. (Author abstract modified) 


004049 Wastek, Gregory J.; Lopez, J. Rafael; Richelson, El- 
liott. Richelson: Dept. of Pharmacology, Mayo Foundation, 
Rochester, MN 55901 Demonstration of a muscarinic receptor- 
mediated cyclic GMP-dependent hyperpolarization of the mem- 
brane potential of mouse neuroblastoma cells using 
(3H)tetraphenylphosphonium. Molecular Pharmacology. 19(1):15- 
20, 1981. 


The lipophilic cation (3H)tetraphenylphosphonium ((3H)TPP) 
was used to measure the transmembrane potential of cultured 
mouse neuroblastoma cells (clone NIE-115) in suspension. 
These cells accumulated approximately twice as much (3H)TPP 
in low K phosphate buffered saline (PBS) as they did in high K 
PBS. Accumulation in both cases was time and temperature de- 
pendent. Addition of carbachol significantly increased net 
(3H)TPP accumulation within 1 minute. Atropine, but not d-tu- 
bocurarine or pyrilamine, prevented the increase in (3H)TPP ac- 
cumulation. The data suggest that muscarinic receptor responses 
in these cells may be mediated by a hyperpolarization of the 
cells’ transmembrane potential subsequent to an increase in in- 
tracellular cyclic GMP. 28 references. (Author abstract modi- 
fied) 


004050 Watanabe, Yasuhiro; Itoh, Tadao; Yoshida, Hiroshi. 
Dept. of Pharmacology I, Osaka University School of Medicine, 
Nakanoshima, Kita-ku, Osaka 530, Japan Developmental change 
of beta-adrenergic receptors in rat brain. Japanese Journal of 
Pharmacology. 30(3):287-291, 1980. 


Beta-adrenergic receptor binding was studied in the whole 
brain (minus cerebellum) of 2 and 6-day-old Sprague-Dawley 
rats. The maximal binding capacity and dissociation constant for 
(-)-3H-dihydroalprenolol (DHA) in the synaptic membrane frac- 
tion (SMF) did not vary with age. However, since the yield of 
SMF from the 2-day-old rat brain was lower than that from 6- 
day-old brain, the total number of binding sites was reduced in 
2-day-old rats. The inhibitory effects of 1-isoproterenol on DHA 
binding to the SMF was greater in 6-day-old animals than in 2- 
day-old animals. It is suggested that developmental changes in 
beta-adrenoceptors may alter the expression of catecholamine 
sensitive adenylate cyclase activity in rat brain during develop- 
ment. 14 references. (Author abstract modified) 


004051 Watling, Keith J.; Dowling, John E. Watling: Biologi- 
cal Laboratories, Harvard University, Cambridge, MA 02138 
Dopaminergic mechanisms in the teleost retina. I. Dopamine-sen- 
sitive adenylate cyclase in homogenates of carp retina; effects of 


agonists, antagonists and ergots. Journal of Neurochemistry. 
36(2):559-568, 1981. 


A specific dopamine sensitive adenylate-cyclase was identified 
in homogenates of carp retina. Maximal stimulation by 100mcM 
dopamine produced a fivefold to tenfold increase in adenylate- 
cyclase; half maximal stimulation occurred at a concentration of 
lmcM. Although I-noradrenaline and |-adrenaline both stimulat- 
ed adenylate-cyclase activity, they were 10 times less potent 
than dopamine; |-phenylephrine and dl-isoprenaline were inac- 
tive. Apomorphine elicited partial stimulation, and various ergot 
alkaloids produced mixed agonist/antagonist responses. Dopa- 
mine stimulated adenylate-cyclase activity was potently antago- 
nized by fluphenazine, alpha-flupenthixol, and alpha-piflutixol 
and to a lesser extent by haloperidol and spiperone. Metoclopra- 
mide, sulpiride, phentolamine, and propranolol did not antago- 
nize the enzyme activity. The pharmacological profile of dopa- 
mine adenylate-cyclase in carp retina was similar to that for do- 
pamine sensitive adenylate-cyclase in the mammalian CNS. 40 
references. (Author abstract modified) 


004052 Weiss, Benjamin; Prozialeck, Walter; Cimino, Mauro; 
Barnette, Mary Sellinger; Wallace, Thomas L. Dept. of Pharma- 
cology, Medical College of Pennsylvania, Philadelphia, PA 
19129 Pharmacological of calmodulin. Annals of the 
New York Academy of Sciences. 356:319-345, 1980. 


Evidence is reviewed that certain pharmacological agents can 
inhibit selectively the actions of calmodulin, the endogenous cal- 
cium binding protein that has been shown to regulate several 
biochemical and physiological processes. It is shown that this in- 
hibition is caused by a selective calcium dependent binding of 
the drugs to calmodulin and that, of a large number of com- 
pounds studied, those having antispychotic activity display the 
hightest affinity for calmodulin. These studies suggest that many 
of the biochemical actions of these antipsychotics may be ex- 
plained by a common mechanism: namely, selectively binding to 
and inhibiting the action of calmodulin. Preliminary results are 
presented from experiments which demonstrate that certain en- 
dogenous proteins, such as ACTH and beta-endorphin, that 
have been shown to alter behavior in animals also inhibit some 
actions of calmodulin. Overall, the results raise the possibility 
that calmodulin may be involved in behavioral processes, and 
that drugs known to alter behavior may produce their effects by 
interfering with the actions of calmodulin. 137 references. 


004053 Wood, Paul L.; Stotland, M.; Richard, J. W.; Rackham, 
A. Dept. of Pharmacology, Merck Frosst Laboratories, C.P./ 
P.O. Box 1005, Pointe Claire-Dorval, Quebec H9R 4P8 Canada 
Actions of mu, kappa, sigma, delta and agonist/antagonist opiates 


on striatal dopaminergic function. Journal of Pharmacology and 
Experimental Therapeutics. 215(3):697-703, 1980. 


The development of a sensitive gas chromatographic/mass 
fragmentographic assay for simultaneous measurement of dihy- 
droxyphenylacetic acid, homovanillic acid (HVA), dopamine 
(DA), and 3-methoxytyramine is described, and actions of spe- 
cific opiate receptor agonists on dopaminergic function in the 
nigrostriatal pathway are discussed. In the rat, the mu-agonists 
morphine, etorphine, methadone, and phenazocine and the delta- 
agonist D-Ala2-D-LeuS enkephalin all produced dose dependent 
elevations in the DA metabolites dihydroxyphenylacetic acid 
and HVA with no increase in 3-methoxytyramine. However, in 
the mouse, concomitant increases in HVA and 3-methoxytyra- 
mine were noted. The basis for this biochemical species differ- 
ence in the coupling of intraneuronal metabolism and DA re- 
lease remains to be determined. The epsilon-agonist, beta-endor- 
phin, also elevated striatal dihydroxyphenylacetic acid and 
HVA indicating the possible coexistance of these receptors with 
mu-receptors and delta-receptors on nigrostriatal neurons. In 
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contrast, experiments with the kappa-agonists ketazocine, ethyl- 
ketazocine, and MR2034 indicate the absence of kappa-receptors 
on these neurons. Although the sigma-agonist SKF 10047 did 
alter DA metabolism, this action did not appear to involve 
opiate receptors. 60 references. (Author abstract modified) 


004054 Woodman, O. L.; Rechtman, M. P.; Lang, W. J. Dept. 
of Pharmacology, University of Melbourne, Parkville, Victoria 
3052, Australia A comparison of the responses to some dopamine- 
receptor agonists and antagonists in the isolated perfused rat 
kidney. Archives Internationales de Pharmacodynamie et de 
Therapie. 248(2):203-211, 1980. 


Bromocriptine, 2,3,4,5-tetrahydro-7,8-dihydroxy-1-phenyl-1H- 
3-benzazepine (SK&F-38393), and apomorphine administered 
into Wistar rat kidneys perfused with physiological saline solu- 
tion containing vasopressin and pretreated with an alpha-adreno- 
ceptor antagonist produced vasodilator responses similar to 
those produced by dopamine. Responses to bromocriptine, 
SK&F-38393, and apomorphine were significantly reduced by 
the dopamine receptor antagonist ergometrine. Metoclopramide 
was an effective antagonist of dopamine, bromocriptine, SK&F- 
38393, and apomorphine. Apomorphine acted as a partial agon- 
ist on dopamine receptors in this preparation. Results are dis- 
cussed in relation to the classification of dopamine receptor sub- 
types. 17 references. (Author abstract modified) 


004055 Woodruff, G. N.; Freedman, S. B.; Poat, J. A. Dept. of 
Physiology and Pharmacology, University of Southampton, 
Bassett Crescent East, Southampton SO9 3TU, England Why 
does sulpiride not block the effect of dopamine on the dopamine- 
sensitive adenylate cyclase? Journal of Pharmacy and Pharma- 
cology. 32(11):802-803, 1981. 


The failure of sulpiride and domperidone to block the effect 
of dopamine on dopamine sensitive adenylate cyclase is dis- 
cussed. It has been suggested that there are two types of dopa- 
mine receptors in the brain, a D1 receptor linked to adenylate 
cyclase and unaffected by sulpiride, and a D2 receptor blocked 
by sulpiride and not linked to adenylate cyclase. As an alterna- 
tive explanation, it is suggested that the failure of sulpiride and 
domperidone to act as dopamine antagonists on adenylate cy- 
clase may be due to their low lipid solubility and poor penetra- 
tion into the brain. 14 references. 


004056 Wu, P. H.; Phillis, J. W. Phillis: Dept. of Physiology, 
College of Medicine, University of Saskatchewan, Saskatoon, 
Saskatchewan, Canada S7N OWO The effect of noradrenaline on 
Na-K transport in rat cerebral cortical slices. European Journal 
of Pharmacology. 69(4):529-531, 1981. 


Noradrenaline (NA) increased the efflux of sodium (22Na) 
from cortical slices by 79% and increased the influx of potas- 
sium (42K) by 83%. These effects were not associated with 
changes in 22Na influx or 42K efflux and were not the result of 
increased exchange of these ions across the plasma membrane. 
The effects of NA on 22Na efflux and 42K influx were antago- 
nized by ouabain or propranolol. Results indicate that NA stim- 
ulates the active coupled transport of Na and K across plasma 
membranes in rat cerebral cortical slices and support the pro- 
posal that NA hyperpolarizes central neurons by stimulating a 
membrane sodium pump. 5 references. 


004057 Yamaguchi, Isamu; Kopin, Irwin J. Kopin: Laboratory 
of Clinical Science, Building 10, Room 2D-46, NIMH, Bethes- 
da, MD 20205 Differential inhibition of alpha-1 and alpha-2 
adrenoceptor-mediated pressor responses in pithed rats. Journal of 
Pharmacology and Experimental Therapeutics. 214(2):275-281, 
1980. 
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The relative potencies of alpha-adrenoceptor antagonists at 
presynaptic and postsynaptic receptors were assessed by com- 
paring their effects on increments in plasma norepinephrine 
levels and blood pressure during stimulation of the sympathetic 
outflow from the spinal cord of pithed rats. Since increments in 
blood pressure are related to the logarithms of increases in 
plasma norepinephrine, the latter appear to reflect levels of the 
catecholaine at vascular alpha-receptors. Phenoxybenzamine, di- 
benamine, and chlorpromazine were found to block preferential- 
ly postsynaptic alpha-receptors. Phentolamine and tolazoline 
were nearly equipotent at presynaptic and postsynaptic recep- 
tors; mianserin and piperoxan were more potent inhibitors of 
presynaptic alpha-receptors. Phenoxybenzamine and dibenamine 
were much more effective in blocking the pressor responses to 
sympathetic stimulation than administered norepinephrine. The 
Opposite was true of mianserin and piperoxan, whereas phento- 
lamine appeared to be about equipotent in blocking the pressor 
responses to stimulation and norepinephrine. Results suggest 
that the pressor effects of administered norepinephrine is medi- 
ated by different receptors (alpha2) than is the pressor response 
to stimulation of the sympathetic outflow, which appears to be 
mediated by alphal type adrenoceptors. 25 references. (Author 
abstract modified) 


004058 Yeh, H. H.; Moises, H. C.; Waterhouse, B. D.; Wood- 
ward, D. J. Dept. of Cell Biology, University of Texas Health 
Science Center, 5323 Harry Hines Blvd., Dallas, TX 75235 
Modulatory interactions between norepinephrine and taurine, 
beta-alanine, g: inobutyric acid and muscimol applied ion- 
tophoretically to cerebellar Purkinje cells. Neuropharmacology. 
20(6):549-560, 1981. 


Iontophoretically applied norepinephrine (NE) consistently 
enhanced the GABA-induced inhibition of cerebellar Purkinje 
cells in female Sprague-Dawley rats, but had minimal and in- 
consistent effects on Purkinje cell inhibition induced by taurine 
or beta-alanine. NE also enhanced Purkinje cell inhibitory re- 
sponses induced by muscimol, an agent that binds to GABA re- 
ceptors but is not an effective substrate for GABA uptake. Con- 
tinuous application of GABA at low in iontophoretic currents 
did not augment Purkinje cell inhibition induced by superim- 
posed GABA pulses. Since the facilitation of GABA inhibition 
by NE independent of GABA uptake or presynaptic transmitter 
release, the phenomenon appears to be postsynaptic. 41 refer- 
ences. (Author abstract modified) 


004059 Yeroukalis, D.; Alevizos, B.; Gatzonis, S.; Stefanis, C. 
Dept. of Psychiatry, Athens University Medical School, Egini- 
tion Hospital, 74, Vass. Sophias Str., Athens, Greece The effect 
of propranolol and its isomers on Purkinje neurones in rat cere- 
bellum. Neuropharmacology. 20(4):319-321, 1981. 


The effect of dl-propranolol and its isomers on noradrenaline 
(NA) and serotonin (5-HT) responses of Purkinje neurons in rat 
cerebellum was studied. NA depressed firing of Purkinje neu- 
rons, and propranolol isomers failed to alter this depression. The 
inhibitory response to 5-HT was antagonized by dl-propranolol 
and |-propranolol, but not by d-propranolol. Results suggest that 
a postsynaptic 5-HT blocking effect rather than beta-adrenergic 
blocking activity may account for the clinical effects of pro- 
pranolol in schizophrenic patients. 10 references. (Author ab- 
stract modified) 


004060 Yokoi, Isao; Rose, Susan E.; Yanagihara, Takehiko. 
Yanagihara: Dept. of Neurology, Mayo Clinic, Rochester, MN 
Benzodiazepine receptor: heterogeneity in rabbit brain. Life Sci- 
ences. 28(14):1591-1595, 1981. 


Binding characteristics of benzodiazepine receptors were stud- 
ied with synaptosomal and microsomal membranes from rabbit 


brain in vitro utilizing (methyl-3H)diazepam. In synaptosomal 
membranes, both high and low affinity binding sites were identi- 
fied with the dissociation constants (Kd) of 4.92 nM and 83.8 
nM, respectively. However, only the high affinity site was iden- 
tified with Kd of 3.96 nM with microsomal membranes. Benzo- 
diazepine binding sites appear to include at least two subpopula- 
tions of receptors, one with high affinity and another with low 
affinity binding sites. 18 references. (Author abstract) 


004061 Yonekawa, Wayne D.; Kupferberg, Harvey J.; Wood- 
bury, Dixon M. Epilepsy Branch, Neurological Disorders Pro- 
gram, NINCDS, Bidg. 36, Rm. 5D-21, NIH, 9000 Rockville 
Pike, Bethesda, MD Relationship between pentylenetetrazol-in- 
duced seizures and brain pentylenetetrazol levels in mice. Journal 
of Pharmacology and Experimental Therapeutics. 214(3):589- 
593, 1980. 


The relationship of the pentylenetetrazol (PTZ) induced seiz- 
ure sequence of myoclonus, clonus, and hindlimb extension (TE) 
to brain PTZ levels was investigated, and the influence of route 
of administration on PTZ uptake and seizure development was 
examined. The critical brain PTZ level for onset of clonus 
ranged from 20mg/g to 50mg/g. Brain PTZ uptake was rapid 
after i.p. injection of PTZ. Uptake was slower after s.c. adminis- 
tration. TE onset did not appear to depend solely on brain PTZ 
levels since it sometimes occurred when brain PTZ levels were 
falling. Factors that could modulate the appearance of TE are 
discussed. 29 references. (Author abstract modified) 


004062 Yoshizaki, Toshio; Tonda, Kanya. Shionogi Research 
Laboratories, Shionogi & Co., Ltd., Fukushima-ku, Osaka 553, 
Japan Effects of tricyclic antidepressants on tetrabenazine-in- 
duced depletion of brain monoamines in rats. 1. N 

Japanese Journal of Pharmacology. 30(5):721-729, 1980. 


The effects of tricyclic antidepressants on the tetrabenazine 
(TB)-induced depletion of brain norepinephrine (NE) was stud- 
ied in male Sprague-Dawley rats. Pretreatment with desmethyli- 
mipramine (DMI, 25 to 100mg/kg), imipramine (IM, 25 to 
100mg/kg), chlorimipramine (100mg/kg), maprotyrine (SO0mg/ 
kg), amitriptyrine (50 to 100mg/kg), chlorpromazine (CPZ, 5 to 
20mg/kg), and amphetamine sulfate (10mg/kg) enhanced the 
NE depletion observed 2 hours after 2mg/kg TB. Reserpine-in- 
duced depletion of NE was enhanced only by amphetamine and 
was suppressed by DMI, IM, and CPZ. In rats pretreated with 
pargyline, TB produced a decrease in brain NE and an increase 
in normetanephrine. Results suggest that tricyclic antidepres- 
sants enhance TB-induced brain NE depletion by blocking NE 
reuptake from the synaptic cleft. 31 references. (Author abstract 
modified) 


004063 Zimmermann, H.; Bokor, J. T. Abt. fur Neurochemie, 
MPI Biophys. Chemie, Gottingen, West Germany 5’-Triphos- 
phate recycles independently of acetylcholine in cholinergic synap- 
tic vesicles. Neuroscience Letters. 13:319-324, 1979. 


The effect of hemicholinium-3 (HC-3) on vesicular contents in 
acetylcholine (ACh) and 5-triphosphate (ATP) and the vesicular 
incorporation of 14C-label derived from (14C)choline and 3H- 
label derived from (3H)adenosine was examined after low fre- 
quency stimulation of the Torpedo electric organ. HC-3 caused 
an increased depletion of vesicular ACh and blocked the incor- 
poration of 14C-label. Contents in vesicular ATP and 3H-incor- 
poration were identical with and without HC-3. HC-3 blocked 
the recovery of electrical response of the tissue after stimulation 
but did not cause a change in vesicle numbers. Findings suggest 
that synaptic vesicles continue to recycle ATP in the absence of 
recycling of ACh and that vesicular uptake and storage of the 
two components are not coupled to each other. (Journal ab- 
stract modified) 


004064 Zouhar, A.; Mares, P.; Brozek, G. Dept. of Neurology, 
Faculty of Medicine, Purkyne University, Brno, Czechoslovakia 
Electrocorticographic activity elicited by metrazol during ontogen- 
esis in rats. Archives Internationales de Pharmacodynamie et de 
Therapie. 248(2):280-288, 1980. 

Electrocorticographic changes induced by i.p. injections of 
metrazol were studied in developing male Wistar rats. The ini- 
tial paroxysmal signs varied according to age. Discharges of 
waves in the alpha and theta range were seen in 4 to 7-day-old 
rats, whereas spikes in the frontal area were observed in 11 to 
20-day-old rats. The typical mature reaction (theta waves in the 
occipital area) was seen in rats aged 24 days and older. In 4 and 
5-day-old rats, seizures were manifested as slow 
waves only. A shift toward fast frequencies was observed with 
development. A substantial part of this shift took place before 
day 14, after which bilateral synchrony of long lasting dis- 
charges was present also. 20 references. (Author abstract modi- 
fied) 


04 MECHANISM OF ACTION: BEHAVIORAL 


004065 Alander, T.; Grabowska-Anden, M.; Anden, N.-E. 
Anden: Dept. of Medical Pharmacology, Box 573, Biomedicum, 
S-751 23 Uppsala, Sweden Physiological significance of dopamine 
autoreceptors as studied following their selective blockade by mo- 
lindone. Journal of Pharmacy and Pharmacology. 32(11):780- 
782, 1980. 


Molindone was about four times more potent in blocking the 
presynaptic effects of apomorphine than in blocking its postsyn- 
aptic effects in male Sprague-Dawley rats. Molindone inhibited 
the effects of apomorphine on dopamine synthesis in a dose as 
low as 0.45mg/kg, but antagonized the effect of apomorphine 
on rotation only at doses of 2.75mg/kg or higher. Results are 
discussed in relation to the physiological role of dopamine au- 
toreceptors. 13 references. 


004066 Arnt, Jorn. H. Lundback and Co. A/S, Dept. of Phar- 
macology and Toxicology, Ottiliavej 7-9, DK-2500 Valby, Den- 
mark Hyperactivity following injection of a glutamate agonist and 
6,7-ADTN into rat nucleus accumbens and its inhibition by 
THIP. Life Sciences. 28(14):1597-1603, 1981. 


The potent glutamate receptor agonist (R,S)-alpha-3-hydroxy- 
5-methyl-4-isoxazolepropionic acid (AMPA) was found to 
induce a dose related hyperactivity after bilateral injection of 
0.025 to 0.Smcg into rat nucleus accumbens. The dopamine 
agonist 6,7-dihydroxy-1,2,3,4-tetrahydronaphthalene (6,7- 
ADTN) induced a similar effect. The hyperactivity induced by 
AMPA and 6,7-ADTN was antagonized by cis-Z-flupentixol. 
Reserpine plus alpha-methyltyrosine inhibited AMPA but not 
6,7-ADTN-induced motility. Furthermore, AMPA and 6,7- 
ADTN-induced motility was antagonized by the GABA agonist 
THIP after systemic administration and intraaccumbens injec- 
tion. Results suggest that glutamatergic mechanisms are impor- 
tant in regulation of locomotor activity by influencing mecha- 
nisms afferent to dopamine receptors. Both glutamate and dopa- 
mine systems are under inhibitory GABAergic control. 27 refer- 
ences. (Author abstract modified) 


004067 Arushanyan, E. B.; Shishlyannikova, L. V. Kafedra far- 
makologii, Chitinskiy meditsinskiy institut, Chita, USSR /The 
effect of small doses of haloperidol and clozapine on behavioral 
shifts in cats, arising after cessation of electrical stimulation of 
the caudate nucleus./ Vliyaniye malykh doz galoperidola i kloza- 
pina na povedencheskiye sdvigi u koshek, voznikayushchiye 
posle prekrashcheniya elektricheskoy stimulyatsii khvostatogo 
yadra. Farmakologiya i Toksikologiya. 43(4):364-368, 1980. 
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The effect of small doses of haloperidol and clozapine on be- 
havioral shifts occurring after cessation of repeated low frequen- 
cy electrical stimulation of the caudate nucleus head was studied 
in cats. Results show that haloperidol (0.03 to 0.06mg/kg) and 
clozapine (0.25mg/kg) facilitated the development of such be- 
haviorai shifts, and potentiated this effect. These results show 
that triggering of tonic inhibitory effects of the nucleus by 
means of neuroleptics can affect not only motor activity but also 
mental processes. 13 references. (Journal abstract modified) 


004068 Ayvazashvili, I. M.; Iordanishvili, G. S.; Nikolaishvili, 
M. I. no address /The effect of p-chlorophenylalanine on the dis- 
tribution of biogenic amines in the brain, and on memory in rats./ 
Vliyaniye parakhlorfenilalanina na raspredeleniye biogennykh 
aminov v golovnom mozge i na pamyat’ u krys. Soobshcheniya 
Akademii Nauk Gruzinskoy SSR. 100(1):185-188, 1980. 


The effect of parachlorphenylalanine on the distribution of 
biogenic amines in the brain, and on memory was studied in 
rats. Results show that: the biochemical changes caused by par- 
achlorphenylalanine, such as the decrease in the ratio of nora- 
drenaline to serotonin in the anterior regions of the cerebral 
hemispheres and in the hippocampus, altered different types of 
memory; these changes facilitated the formation and mainte- 
nance of an emotional reaction of fear, suppressed the formation 
and manifestation of conditioned defense behavior, but had no 
effect on the reproduction and performance of previously elabo- 
rated and consolidated defense behavior. 7 references. (Journal 
abstract modified) 


004069 Bell, Graham A.; Morgan, Ian G. Dept. of Behavioural 
Biology, Research School of Biological Sciences, Australian Na- 
tional University, Canberra ACT 2601, Australia The effects of 
colchicine and vinblastine on memory in chicks. Behavioural 
Brain Research. 2(3):301-322, 1981. 


Colchicine, injected bilaterally into the forebrain of day old 
chicks at times before and after one trial avoidance learning, 
was found to produce transient amnesia for one to three hours 
after learning, that could not be accounted for as a perceptual 
or attentional defect. The amnesia was dose dependent and was 
produced only when injections occurred within a limited period 
before and after learning. Control birds injected with saline of 
lumicolchicine, a biologically inactive derivative of colchicine, 
showed normal retention. Vinblastine sulphate, which also inter- 
rupts microtubular networks and hence axonal flow, had no am- 
nesic properties. During the amnesic period, there was no evi- 
dence of gross perturbation of brain function. It is suggested 
that the amnesic episode represents destruction of one of the 
stages of a multiple independent parallel process of memory 
consolidation. 50 references. (Author abstract modified) 


004070 Beninger, Richard J.; Mason, Stephen T.; Phillips, An- 
thony G.; Fibiger, Hans C. Dept. of Psychology, University of 
British Columbia, Vancouver, BC, Canada V6T 1Y7 The use of 
conditioned suppression to evaluate the nature of neuroleptic-in- 
duced avoidance deficits. Journal of Pharmacology and Experi- 
mental Therapeutics. 213(3):623-627, 1980. 


The effects of pimozide were studied in male Wistar rats 
given one way avoidance training in which each trial was initi- 
ated by a 10 second tone stimulus and terminated by a shuttle 
response during the tone (avoidance) or by a response during 
electric shock (escape). Rats treated with 0.5 or 1.0mg/kg i-p. 
pimozide failed to acquire the avoidance response, but escaped 
readily when shock was presented. The same rats were then 
given several sessions of food reinforced lever-pressing in a dif- 
ferent apparatus with no drug treatment. Responding in this 
model decreased significantly when the tone that had signalled 
shock in the avoidance sessions was presented for a 1 minute 
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period. This finding indicates that the pimozide treated rats had 
learned the asociation between the tone and shock, even though 
they had failed to acquire the avoidance response in the shuttle- 
box. It is suggested that the neuroleptic treated animals failed to 
avoid because of a deficit in the ability to initiate responses 
rather than a deficit in associative learning. 28 references. 
(Author abstract modified) 


004071 Bergman, Jack; Johanson, Chris E. Johanson: Dept. of 
Psychiatry, University of Chicago, Pritzker School of Medicine, 
950 East 59th St., Chicago, IL The effects of electric shock on 
responding maintained by cocaine in rhesus monkeys. Pharmacol- 
ogy Biochemistry and Behavior. 14(3):423-426, 1981. 


The effect of electric shock was studied in three rhesus mon- 
keys self-administering cocaine (100mcg/kg/infusion) under a 
fixed-ratio 10 schedule of drug delivery. Delivery of electric 
shock at intermediate intensity levels at the start of each infu- 
sion initially reduced cocaine maintained responding. Adapta- 
tion to the punishing effect of shock occurred within five test 
sessions in each monkey. Adaption did not occur at higher in- 
tensity levels that completely eliminated concaine maintained re- 
sponding. 18 references. (Author abstract modified) 


004072 Bhargava, H. N. Dept. of Pharmacognosy and Pharma- 
cology, University of Illinois, Medical Center, Chicago, IL 
60680 The effects of peptides on tolerance to the cataleptic and 
hypothermic effects of morphine in the rat. Neuropharmacology. 
20(4):385-390, 1981. 


Administration of melanotropin release inhibiting factor or its 
cyclic analogue, cyclo(Leu-Gly), prior to and during morphine 
pellet implantation inhibited the development of tolerance to the 
cataleptic and hypothermic effects of morphine in male Spra- 
gue-dawley rats. Previous studies have show that these peptides 
also inhibit tolerance to the analgesic effects of morphine. It is 
suggested that tolerance to the cataleptic, analgesic, and hypoth- 
ermic actions of morphine may involve a common mechanism, 
possibly changes in dopainine receptor supersensitivity. 28 refer- 
ences. (Author abstract modified) 


004073 Bittner, Stephen E.; Wagner, George C.; Aigner, 
Thomas G.; Seiden, Lewis S. Seiden: Dept. of Pharmacology 
and Physiology, University of Chicago, 947 E. 58th St., Chica- 
go, IL 60637 Effects of a high-dose treatment of methampheta- 
mine on caudate dopamine and anorexia in rats. Pharmacology 
Biochemistry and Behavior. 14(4):481-486, 1981. 


The effects of d-methamphetamine (MA) on the intake of 
sweetened condensed milk by male Sprague-Dawley rats were 
determined before and after treatment with S5O0mg/kg MA or 
saline twice daily for 4 days. Animals that were more sensitive 
to the anorexic effect of MA prior to the high dose treatment 
were more sensitive to the lethal effects of the high dose treat- 
ment. This treatment decreased brain dopamine for 6 months, 
but did not alter the anorexic or stereotypic behavior elicited by 
MA. Daily administration of 2.5mg/kg MA 15 minutes before 
presentation of milk produced tolerance to the drug’s anorexic 
effect in both control and high dose treatment groups. After 4 
to 5 weeks of repeated administration of 2.5mg/kg MA milk 
intake and bodyweight were higher in the control group than in 
treated rats. 14 references. (Author abstract modified) 


004074 Bodnar, Richard J.; Merrigan, Kevin P.; Wallace, Mar- 
garet M. Dept. of Psychology, Queens College, CUNY, Flush- 
ing, NY 11367 Analgesia following intraventricular administration 
of 2-deoxy-D-glucose. Pharmacology Biochemistry and Behav- 
ior. 14(4):579-581, 1981. 


Flinch/jump thresholds were studied in male Sprague- 
Dawley rats 30, 90, and 180 minutes after intraventricular injec- 


tions of 3.5, 5.0, and 10.0mg/kg 2-deoxy-D-glucose (2-DG) and 
systemic injections of 350 or 500mg/kg 2-DG. Intraventricular 
2-DG injections increased jump thresholds for up to 180 min- 
utes across all test doses. Flinch thresholds also increased, but in 
a manner dissociated from jump thresholds. Animals with can- 
nulae located near but not in the lateral ventricle displayed de- 
layed analgesic effects. The magnitude of intraventricular 2-DG 
analgesia was not as great as that of the higher dose systemic in- 
jections. 15 references. (Author abstract modified) 


004075 Borodkin, Yu. S.; Lapina, I. A.; Bul’on, V. V.; Hart- 
mann, G.; Hahn, J.; Lissak, K. Lab. eksperimental’noy farmako- 
logii, Otdel farmakologii, Institut eksperimental’noy meditsiny 
AMN SSSR, Leningrad, USSR /The effect of propylnorantifein 
on behavioral reactions, adrenocortical activity, and energy me- 
tabolism in the animal brain./ Povedencheskiye reaktsii, 
adrenokortikal’naya aktivnost’ i energeticheskiy obmen golov- 
nogo mozga zhivotnykh pri deystvii propilnorantifeina. Farma- 
kologiya i Toksikologiya. 43(4):356-360, 1980. 


The effect of propylnorantifein on behavioral reactions, 
adrenocortical activity and energy metabolism in the rat brain 
was studied biochemically and by open-field, passive-avoidance, 
and self-stimulation of the medial bundle of the forebrain and 
raphe. Results show that: propylnorantifein (Smg/kg) decreased 
self-stimulation, changed the emotional memory in response to 
pain stimulation, and increased the concentration of corticoster- 
oids in blood plasma; and for 3 hours after administration there 
was a reduced amount of glycogen in the brain tissue, and an in- 
creased level of creatine phosphate. Results also show that the 
blockade of alpha-adrenoceptors and beta-adrenoceptors, in par- 
ticular, drastically reducec the action of the drug. These results 
suggest that propylnorantifein may activate the adenylate cy- 
clase system in brain tissue. 8 references. (Journal abstract modi- 
fied) 


004076 Botticelli, Lawrence J.; Wurtman, Richard J. Wurtman: 
Laboratory of Neuroendocrine Regulation, Dept. of Nutrition 
and Food Sciences, MIT, Cambridge, MA 02139 Choline re- 
verses naloxone-induced decreases in hippocampal acetylcholine 
content and suppresses escape behavior in opiate-dependent rats. 
Brain Research. 210(1-2):479-484, 1981. 


The effects of exogenous choline (Ch) on naloxone precipitat- 
ed opiate withdrawal were studied in male Sprague-Dawley 
rats. In morphine dependent rats, naloxone administration sig- 
nificantly decreased hippocampal acetylcholine (ACh) content. 
This ACh decrease was blocked by pretreatment with Ch. Ch 
also decreased the severity of the opiate abstinence syndrome: 
the median effective dose of naloxone required to precipitate 
escape behavior in morphine dependent rats was tripled by Ch 
pretreatment. Results suggest that by accelerating ACh synthe- 
sis, Ch increases presynaptic stores of ACh and sustains ACh re- 
lease after opiate withdrawal. 26 references. 


004077 Brady, Linda S.; Holtzman, Stephen G. Dept. of Phar- 
macology, Emory University School of Medicine, Atlanta, GA 
30322 Locomotor activity in morphine-dependent and post-depend- 
ent rats. Pharmacology Biochemistry and Behavior. 14(3):361- 
370, 1981. 


The effects of morphine and naloxone on the locomotor activ- 
ity of morphine dependent, nondependent, and postdependent 
male CFE rats were tested. Locomotor activity of dependent 
and nondependent rats was increased by low doses of morphine 
and reduced by higher doses; both effects were antagonized by 
naloxone. Chronic morphine treatment produced marked toler- 
ance to the depressant effect of high morphine doses, but not to 
the stimulant effect of low doses. Postdependent animals re- 
mained tolerant to the depressant effect of high doses of mor- 


phine. The development of tolerance to the depressant but not 
the stimulant effect of morphine in dependent and nondependent 
animals suggests that different neuronal substrates mediate mor- 
phine-induced stimulation and depression of locomotor activity. 
Abrupt or naloxone precipitated withdrawal generally disrupted 
locomotor activity in dependent rats. Naloxone also decreased 
activity in postdependent animals. Thus, chronic morphine ad- 
ministration produced long-lasting changes in the sensitivity of 
dependent and postdependent rats to the effects of morphine 
and naloxone on locomotor activity. 22 references. (Author ab- 
stract modified) 


004078 Brown, Janet; Handley, Sheila L. Handley: Pharmaco- 
logical Laboratories, Dept. of Pharmacy, University of Aston, 
Birmingham B4 7ET, England Effects on the pinna reflex of 
drugs acting at Journal of Pharmacy and 
Pharmacology. 32(6):436-437, 1980. 


The effects of alpha-adrenoceptor agonists and antagonists on 
the pinna reflex (head shaking in response to ear stimulation) 
were studied in male TO mice. The alpha2-adrenoceptor agonist 
clonidine, guanfacin, and guanabenz inhibited the pinna reflex in 
a dose dependent manner, but the alphal-adrenoceptor agonists 
methoxamine and oxymetazoline were ineffective after subcuta- 
neous administration. The inhibitory affects of the alpha2-adren- 
oceptor agonists were antagonized by the alpha2-adrenoceptor 
antagonists yohimbine and piperoxane, but not by the alphal- 
adrenoceptor antagonist prazocin. 12 references. 


004079 Cappeliez, P.; White, N. White: Dept. of Psychology, 
McGill University, 1205 Dr. Penfield Avenue, Montreal, 
Quebec, Canada Lithium induces dose-related increases and de- 
creases in activity levels in the rat. Psychopharmacology. 
73(1):34-38, 1981. 


The effect of intraperitoneal lithium chloride on the activity 
levels of rats was measured by counting photocell interruptions 
in an open-field. Treatment with 0.15mEq/kg increased activity 
and 1.5mEq/kg decreased activity. In a second experiment, be- 
havioral observations were added to the photocell counts of 
open-field activity, and the increase observed with 0.15mEq/kg 
LiCl in Experiment 1 was compared with the increase in open- 
field activity produced by 0.4g/kg ethanol. The two drugs pro- 
duced similar increases in cell counts and walking, and similar 
decreases in sitting and sniffing. Lithium produced significantly 
more rearing and behavior directed at the cage than did ethanol. 
Following Johnson's hypothesis of lithium action, these findings 
are discussed in the context of lithium-induced changes in re- 
sponsiveness to the environment. It is suggested that, at 
0.15mEq/kg, lithium chloride might increase reactivity to the 
environment. 37 references. (Author abstract) 


004080 Carey, Michael P.; Ross, John A.; Enns, Melvin P. 
Enns: Dept. of Psychology, St. Lawrence University, Canton, 
NY 13617 Naloxone suppresses feeding and drinking but not 
wheel running in rats. Pharmacology Biochemistry and Behav- 
ior. 14(4):569-571, 1981. 


The effects of naloxone hydrochloride on wheel running and 
food and water intake were studied in male Long-Evans rats. 
The 3 hour food and water intake of nondeprived rats was sup- 
pressed by 10mg/kg naloxone but not by Img/kg. Neither dose 
of naloxone altered the number of wheel revolutions in food de- 
prived or nondeprived animals. Results indicate that the sup- 
pressive effects of naloxone are specific to feeding and drinking. 
14 references. (Author abstract modified) 


004081 Carli, Giancarlo; Faraboilini, Francesca; Fontani, Giu- 
liano. Istituto di Fisiologia Umana, Universita di Siena, Via La- 
terina 8, I-53100 Siena, Italy Effects of pain, morphine and nalox- 
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one on the duration of animal hypnosis. Behavioural Brain Re- 
search. 2(3):373-385, 1981. 


The effects of pain, morphine, and naloxone on the duration 
of animal hypnosis (tonic immobility) were investigated in rab- 
bits. Long lasting irritative pain, produced within 15 minutes of 
formalin injection, potentiated the duration of hypnosis. Mor- 
phine, in the absence of painful stimuli, also potentiated hypno- 
sis duration, and this effect was antagonized by naloxone. Na- 
loxone reduced hypnosis duration, but only at high doses 
(1S5mg/kg). In a condition of irritative pain, the potentiation of 
hypnosis duration was abolished by naloxone (Smg/kg). Hypno- 
sis response was abolished in six out of seven morphine tolerant 
rabbits, but prolonged pain restored the response. The hypoth- 
esis that an opioid mechanism may be activated during animal 
hypnosis is discussed. 63 references. (Author abstract modified) 


004082 Caruso, Thomas P.; Larson, Dennis L.; Portoghese, P. 
S.; Takemori, A. E. Takemori: Dept. of Pharmacology, 3-260 
Millard Hall, 435 Delaware St., S.E., University of Minnesota, 
Minneapolis, MI 55455 Pharmacological studies with an alkylat- 
ing narcotic agonist, chloroxymorphamine, and antagonist, chlor- 
naltrexamine. Journal of Pharmacology and Experimental 
Therapeutics. 213(3):539-544, 1980. 


The binding of 3H-naltrexone to male Swiss-Webster mouse 
brain homogenates was irreversibly inhibited by chloroxymor- 
phamine (COA) and chlormaltrexamine (CNA), which are the 
6-bis(2-chloroethyl)amino derivatives of oxymorphone and nal- 
trexone respectively. Intracerebroventricular (i.c.v.) administra- 
tion of COA (4nmol) elicited analgesia that lasted four times 
longer than analgesia produced by an equimolar and equieffec- 
tive dose of oxymorphone. Analgesia induced by COA could be 
reversed and blocked by naloxone. COA and CNA (i.c.v.) both 
antagonized morphine-induced analgesia for 3 days. Total spe- 
cific binding of 3H-naltrexone was also significantly decreased 
for 3 days after treatment with CNA or COA. Results suggest 
that CNA and COA alkylate the opioid receptors to produce 
antagonist and agonist/antagonist effects, respectively. Results 
are discussed in relation to mechanisms of tolerance and de- 
pendence. 23 references. (Author abstract modified) 


004083 Castellani, S.; Adams, P. M. Dept. of Psychiatry and 
Behavioral Sciences, University of Texas Medical Branch, Gal- 
veston, TX 77550 Effects of dopaminergic drugs on phencycli- 
dine-induced behavior in the rat. Neuropharmacology. 20(4):371- 
374, 1981. 


The effects of dopaminergic drugs on behavior induced by 
2.0, 4.0, or 6.0mg/kg phencyclidine in male Fischer-344 rats 
were studied. Haloperidol (0.5mg/kg) inhibited phencyclidine- 
induced stereotypy and locomotor activity, but increased phen- 
cyclidine-induced ataxia. Apomorphine (0.2mg/kg) inhibited lo- 
comotor activity induced by 2.0mg/kg phencyclidine, but en- 
hanced locomotor activity induced by the larger doses. Apo- 
morphine also potentiated phencyclidine-induced stereotypy. 
Results indicate that dopaminergic mechanisms are involved in 
phencyclidine-induced behavior. 23 references. (Author abstract 
modified) 


004084 Chau, Thuy T.; Harris, Louis S. Dept. of Pharmacol- 
ogy, Medical College of Virginia, MCV Station, Box 613, Rich- 
mond, VA 23298 Comparative studies of the pharmacological ef- 
fects of the d- and |-isomers of codeine. Journal of Pharmacology 
and Experimental Therapeutics. 215(3):668-672, 1980. 


Comparative studies of the pharmacological effects of the d- 
isomer and l-isomers of codeine are described. 1-Codeine was 
active in the mouse tail flick test as well as in the hotplate test 
whether given p.o. or s.c. The d-isomer of codeine was inactive 
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in both tests up to 100mg/kg, but caused hyperexcitability, con- 
vulsions, and ultimately death. Although |-codeine was more 
potent than d-codeine in inhibiting the cough reflex in the anes- 
thetized cat, the d-isomer did have good activity. In these ani- 
mals, l-codeine did not significantly affect the cardiovascular pa- 
rameters at the doses tested, whereas d-codeine caused a signifi- 
cant but transient decrease in the blood pressure and heartrate. 
The specific and nonspecific properties of d-codeine and 1-co- 
deine were further delineated in the opiate receptor binding 
assay. 1-Codeine inhibited the stereospecific binding of 
(3H)dihydromorphine in mouse brain homogenates at loser 
dosage than did d-codeine. 20 references. (Author abstract 
modified) 


004085 Chen, F. F.; Lin, M. T. Lin: Dept. of Physiology and 
Biophysics, N.D.M.C., P.O. Box 8244, Taipei, Taiwan 107 Ef- 
fects of dopamine, apomorphine, gamma-hydroxybutyric acid, ha- 
loperidol and pimozide on reflex bradycardia in rats. Journal of 
Pharmacology and Experimental Therapeutics. 214(2):427-432, 
1980. 


The cardiovascular responses to i.v. doses of epinephrine 
were assessed in vehicle controlled, dopamine treated, apomor- 
phine treated, GABA treated, haloperidol treated, and pimozide 
treated rats under urethan anesthesia. Previous exposure to sev- 
eral injections of epinephrine did not change the basal values of 
arterial pressure and heartrate. Dopaminergic transmission alter- 
ations in the brain influenced the reflex bradycardia in response 
to elevation in arterial pressure. Blockade of brain dopaminergic 
receptors with either haloperidol or pimozide significantly re- 
duced reflex bradycardia. Either direct activation of central do- 
paminergic receptors with dopamine and apomorphine or indi- 
rect activation with GABA enhanced epinephrine-induced bra- 
dycardia. Results indicate that central dopamine systems play a 
role in the elaboration or modulation of reflex bradycardia. Spe- 
cifically, brain dopamine appears to facilitate reflex bradycardia, 
since activation of dopamine systems facilitates and blockade in- 
hibits reflex bradycardia. 27 references. (Author abstract modi- 
fied) 


004086 Clark, M. S. G.; Johnson, A. M.; McClelland, G. R.; 
Nelson, D. R. Beecham Pharmaceuticals Research Division, 
Harlow, Essex, England Pharmacological and biochemical prop- 
erties of BRL 14342, a novel potential antidepressant drug. Neur- 
opharmacology. 19(12):1207-1208, 1980. 


Pharmacological and biochemical properties of BRL 14342, a 
novel potential antidepressant drug, are described. The results of 
animal studies indicate that BRL 14342 is a noradrenaline (NA) 
and 5-hydroxytryptamine (S-HT) uptake blocker with a low 
propensity to cause side-effect in vivo. Results also indicate that 
it should possess significant antidepressant activity with low sed- 
ative, anticholinergic, and cardiovascular side-effects. This, to- 
gether with increased relative potency in tests predictive of 
therapeutic activity, indicates that BRL 14342 should have a 
larger margin of tolerance than imipramine. 9 references. 


004087 Collier, Harry O. J.; Cuthbert, Nigel J.; Francis, David 
L. Research Dept., Miles Laboratories Limited, Stoke Poges, 
Slough, Berkshire, SL2 4LY, England Character and meaning of 
quasi-morphine withdrawal phenomena elicited by methylxanth- 
ines. Federation Proceedings. 40(5):1513-1518, 1981. 


The character and meaning of quasimorphine withdrawal 
phenomena elicited by methylxanthines are described. 3-isobu- 
tyl-1-methylxanthine (IBMX), theophylline, caffeine, ICI 63197, 
and RO 201724 are cited as drugs that fulfill the criteria of qua- 
simorphine withdrawal syndrome. It is concluded that these 
drugs act by inhibiting brain cyclic AMP phosphodiesterase, 
thus raising the level of cyclic AMP in appropriate neurons. 


These findings are consistent with the view that the molecular 
mechanism of opiate dependence is the hypertrophy of a neur- 
onal cyclic AMP system in compensation for the inhibition by 
opiate of an adenylate cyclase. These studies suggest that: 1) 
very rapid tests for opiate activity and for addictive liability can 
be devised by use of IBMX; 2) opiates may be used clinically to 
counter poisoning by caffeine or theophylline; and 3) a relation- 
ship may exist between caffeine consumption and opiate addic- 
tion. 22 references. (Author abstract modified) 


004088 Colpaert, Francis C.; Niemegeers, Carlos J. E.; Janssen, 
Paul A. J. Dept. of Pharmacology, Janssen Pharmaceutica Re- 
search Laboratories, B-2340 Beerse, Belgium Factors regulating 
drug cue sensitivity: limits of discriminability and the role of a 
progressively decreasing training dose in fentanyl-saline discrimi- 
nation. Journal of Pharmacology and Experimental Therapeu- 
tics. 212(3):474-480, 1980. 


The roles of physiological sensitivity and of training dose in 
the apparent sensitivity of rats to the discriminative stimulus 
properties of the narcotic analgesic fentanyl were examined. 
Rats were trained to discriminate 0.04 mg/kg of fentanyl from 
saline in a two lever operant procedure and then were retrained 
on progressively lower doses of the training drug. Stimulus gen- 
eralization experiments revealed: 1) that the slope of fentanyl’s 
stimulus generalization gradient is relatively steep at training 
dose 0.04mg/kg and 0.02mg/kg, but may flatten as the training 
dose is lowered further; 2) that fentanyl’s EDSO value for stimu- 
lus generalization is directly proportional to training dose; and 
3) that the EDS50 is an almost constant fraction of training dose 
at fentanyl training doses ranging from 0.04mg/ to 0.005mg/kg. 
It is concluded that training dose is a major determinant of the 
apparent sensitivity of rats to the discriminative stimulus proper- 
ties of drugs. 24 references. (Author abstract modified) 


004089 Commissaris, R. L.; Semeyn, D. R.; Moore, K. E.; 
Rech, R. H. Dept. of Psychiatry, Yale University School of 
Medicine, 34 Park St., New Haven, CT 06508 The effects of 2,5- 
dimethoxy-4-methyl ine (DOM) on operant behavior: in- 
teractions with other neuroactive agents. Communications in Psy- 
chopharmacology. 4(5):393-404, 1980. 


The effects of 2,5-dimethoxy-4-methylamphetamine (DOM) 
and other stimulant and hallucinogenic agents on food rein- 
forced, fixed-ratio operant responding were investigated. It is 
noted that hallucinogens produce a disruption of this operant re- 
sponding characterized by long periods of nonresponding (paus- 
ing). On the other hand, central stimulant or depressant drugs 
produce slowed and erratic response rates not characterized by 
pausing. Coadministration of the hallucinogens d-lysergic acid 
diethylamide (LSD) and mescaline shifted to the left the dose 
response curve for the pausing produced by DOM. Coadminis- 
tration of quipazine and m-chlorophenylpiperazine (MCPP) also 
shifted to the left the DOM dose response curve. Moreover, 
coadministration of cinanserin dramatically antagonized the 
pause producing effect of DOM, as evidenced by an approxi- 
mately fourfold shift to the right in the dose response curve. 
Coadministration of the indirect dopamine agonist d-amphet- 
amine or the neuroleptics haloperidol and chlorpromazine failed 
to alter the dose dependent pausing produced by DOM. These 
data suggest that the pause producing effects of DOM are relat- 
ed to serotonin agonistic actions of this agent and not to interac- 
tions with DA neurons in the brain. 19 references. (Author ab- 
stract modified) 


004090 Cooper, Steven J.; Burnett, Gary; Brown, Kenneth. 
Dept. of Psychology, University of Birmingham, Birmingham, 
B15 2TT England Food preference following acute or chronic 


chlordiazepoxide administration: tolerance to an antineophobic 
action. Psychopharmacology. 73(1):70-74, 1981. 

The two actions of chlordiazepoxide (CDP) on rats in a food 
preference test (first, a general appetite enhancing effect; and 
second, an antineophobic effect) were studied. Following acute 
injection of CDP, the rats changed from eating predominantly 
familiar food to a novel food. This may signify an antineophobic 
effect of CDP. However, following 10 days of treatment with 
CDP, the antineophobic effect was abolished and the choice of 
familiar food was enhanced. This could be an indication of a 
more general appetite enhancing effect. Hence, some form of 
tolerance may develop to CDP’s effects over 10 days of treat- 
ment which selectively abolishes antineophobic action while 
leaving the appetite effect further enhanced. There were no in- 
dications of tolerance developing to the actions of CDP in ani- 
mals familiarized with all the test foods before the preference 
test was run. Hence the presence of food novelty may be criti- 
cal to the observation of some form of selective tolerance. 27 
references. (Author abstract modified) 


004091 Corner, M. A.; Mirmiran, M.; Bour, H. L. M. G.; Boer, 
G. J.; van de Poll, N. E.; van Oyen, H. G.; Uylings, H. B. M. 
Netherlands Institute for Brain Research, Amsterdam, The 
Netherlands Does rapid-eye-movement sleep play a role in brain 
development? Progress in Brain Research. 53:347-356, 1980. 


The importance of REM sleep for normal brain development 
was studied in rats. Daily injections of chlorimipramine were 
used to suppress REM sleep in rat pups during postnatal weeks 
2 and 3. No REM rebound was observed the week after the 
drug was discontinued. In adulthood, however, treated male rats 
showed a sizeable increase and intensification of REM sleep. 
Sexual performance was severely deficient, and open-field per- 
formance revealed an abnormally high level of anxiety. Post- 
mortem brain examination revealed a selective enlargement of 
the hypothalamus in the treated males, along with reduced cell 
number in the cerebral cortex. In treated females, the hippocam- 
pus and cerebral cortex were clearly enlarged and accounted for 
a significantly higher total brain weight in the experimental 
group. It is suggested that disturbances in monoamine metabo- 
lism can drastically reduce REM sleep during infancy and lead 
to specific brain and behavior abnormalities in later life. 23 ref- 
erences. 


004092 Costall, Brenda; Naylor, Robert J.; Nohria, Virinder. 
Postgraduate School of Studies in Pharmacology, University of 
Bradford, Bradford, BD7 1DP, England Use of the intracerebral 
injection technique to elucidate mechanisms of apomorphine 
climbing and its antagonism in the mouse. Psychopharmacology. 
73(1):91-94, 1981. 


Mechanisms of apomorphine climbing and its antagonisms 
were studied in the mouse using the intracerebral injection tech- 
nique. Climbing behavior induced by peripherally administered 
apomorphine in the mouse was reduced by bilateral intraaccum- 
bens fluphenazine, ( and -) and (-) sulpiride, and by serotonin, 
but not by () sulpiride, dl-propranolol, phentolamine, atropine, 
or methysergide. A specific antagonism of climbing could not 
be shown when fluphenazine was injected into the striatum, hy- 
pothalamus, thalamus, reticular formation, frontal cortex, or 
cerebellum, but was apparent when a large dose of fluphenazine 
was placed below (but not above) the accumbens nucleus. 6-Hy- 
droxydopamine denervation of the nucleus accumbens did not 
alter the climbing antagonism afforded by fluphenazine, al- 
though sulpiride was threefold more effective following dener- 
vation. The data indicate an accumbens involvement in the 
climbing phenomenon, that sulpiride more effectively antago- 
nizes climbing after accumbens denervation, and that the pre- 
sumed dopamine agonist/antagonist interaction in the accum- 
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bens, which controls climbing, may also involve serotonergic 
function. the studies emphasize the value of the intracerebral in- 
jection technique to an analysis of drug action in the mouse. 13 
references. (Author abstract modified) 


004093 Cowan, Alan. Dept. of Pharmacology, Temple Univer- 
sity School of Medicine, Philadelphia, PA 19140 RX 336-M, a 
new chemical tool in the analysis of the quasi-morphine withdraw- 
al syndrome. Federation Proceedings. 40(5):1497-1501, 1981. 


The pharmacological baselines that link disparate agents that 
induce wet dog shaking (RX 336-M, AG-3-5, Sgd 8473, thyro- 
tropin releasing hormone (TRH), and sodium valproate) were 
studied using RX 336-M as the reference shake inducing com- 
pound. Peripheral administration of clonidine, haloperidol, d-ly- 
sergic acid diethylamide, or morphine suppressed chemically-in- 
duced shaking; naloxone had no marked effect. Cross-tolerance 
interactions were asymmetrical. In view of the unidirectional 
nature of the cross-tolerance relationships studied, it is conclud- 
ed that AG-3-5, Sgd 8473, sodium valproate, and TRH initiate 
wet dog shaking through neural substrates that differ from the 
one(s) associated with RX 336-M. Nevertheless, all five com- 
pounds may eventually trigger a common shake inducing mech- 
anism. 50 references. (Author abstract modified) 


004094 Crabbe, J. C.; Young, E. R.; Janowsky, J.; Rigter, H. 
Medical Research Service, Veterans Administration Medical 
Center, Portland, OR 97201 Pyrazole exacerbates handling-in- 
duced convulsions in mice. Neuropharmacology. 20(6):605-609, 
1981. 


The severity of handling induced convulsions declined in 
male Swiss-Webster mice over 4 days of testing. Daily injec- 
tions of pyrazole, an inhibitor of alcohol dehydrogenase, pre- 
vented the reduction in convulsions in handled mice. Pyrazole 
also exacerbated convulsions in mice at initial test sessions. The 
effects of pyrazole were dose related. 31 references. (Author ab- 
stract modified) 


004095 Daniel, Stephen A.; Thompson, Travis. Institute of En- 
vironmental Medicine, New York University Medical Center, 
550 First Avenue, New York, NY 10016 Methadone-induced at- 
tenuation of the effects of delta9-tetrahydrocannabinol on tempo- 
ral discrimination in pigeons. Journal of Pharmacology and Ex- 
perimental Therapeutics. 213(2):247-253, 1980. 


Methadone-induced attentuation of the effects of delta9-tetra- 
hydrocannabinol (delta9-THC) on temporal discrimination in pi- 
geons was investigated. Pigeons responded under a discrete trial 
procedure in which they were required to peck one or two keys 
depending on the duration of conditional stimulus. Correct 
choices resulted in the intermittent presentation of food; incor- 
rect choices resulted in a darkened chamber. Intermediate dura- 
tions were also presented occasionally. Delta9-THC resulted in 
a dose dependent decrease in accuracy with the greater effect 
on long duration trials. Repeated methadone alone resulted in a 
decrease in accuracy only when the methadone dose was 
changed. High doses of methadone resulted in either a complete 
or partial attenuation of effects of THC on temporal discrimina- 
tion accuracy as compared to a low methadone dose or THC 
alone. Results suggest the possibility of cross-tolerance or an- 
tagonism between methadone and THC. 45 references. (Author 
abstract modified) 


004096 Das, M.; Ganguly, D. K.; Vedasiromoni, J. R. Div. of 
Pharmacology and Experimental Therapeutics, Indian Inst. of 
Experimental Med., 4, Raja S. C. Mullick Road, Calcutta-700 
032, India Anti-tremor action of C10Dichol, a peripheral acetyl- 
choline synthesis inhibitor. British Journal of Pharmacology. 
71(1):349-353, 1980. 
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The antitremor action of decamethylene bis-(hydroxyethyl)- 
dimethylammonium bromide (C10Dichol), a peripheral acetyl- 
choline synthesis inhibitor, was investigated. C10Dichol inhibit- 
ed tremor induced by oxotremorine, nicotine, and physostigmine 
and afforded partial protection from physostigmine-induced 
mortality in mice. In nonparalyzing doses, C10Dichol antago- 
nized the neuromuscular effects of oxotremorine, nicotine, and 
physostigmine. Pretreatment with Cl0Dichol did not prevent 
tremor and neuromuscular paralysis induced by harmine or are- 
coline. These findings indicate it may be possible to develop pe- 
ripherally acting drugs for the treatment of Parkinson’s disease. 
26 references. (Author abstract modified) 


004097 Davis, Hasker P.; Rosenzweig, Mark R.; Kinkade, Pat- 
rick T.; Bennett, Edward L. New York Hospital, Cornell Medi- 
cal Center, Dept. of Neurology, 525 East 68th St., New York, 
NY 10021 Effects of anisomycin on retention of the passive-avoid- 
ance habit as a function of age. Experimental Aging Research. 
7(1):33-44, 1981. 


Three age groups of male Swiss aibino CD-1 mice (2 to 3 
months, 6 to 7 months, and 14 to 15 months) were treated with 
a 120mg/kg dose of the protein synthesis inhibitor anisomycin 
or with an equal volume of saline at various times before and 
after training (20 min pretraining and 0, 10, 30, or 180 min post- 
training) in a shock motivated passive-avoidance task. Young 
and intermediate aged mice treated before or after training dem- 
onstrated impaired retention at a 7 day test, but retention was 
normal for Ss injected 10, 30, or 180 min posttraining. The older 
mice showed similar results with one exception: there is a re- 
duction in the incorporation of (1-14C) leucine into the synapto- 
somal brain fraction of 12-month-old mice as compared to the 3- 
month-old mice. The prolonged gradient of retrograde amnesia 
demonstrated in older Ss could not be accounted for by im- 
paired acquisition, impaired short-term memory, altered sponta- 
neous locomotor activity, or differential inhibition of brain pro- 
tein synthesis. 24 references. (Author abstract modified) 


004098 Davis, John D.; Wirtshafter, David; Asin, Karen E.; 
Brief, Deborah. Psychology Dept., University of Illinois, Chica- 
go, IL 60680 Sustained intracerebroventricular infusion of brain 
fuels reduces body weight and food intake in rats. Science. 
212(4490):81-83, 1981. 


The effects of long-term intracerebroventricular infusions of 
glucose, glycerol, and beta-hydroxybutyrate on both food intake 
and bodyweight of the rat were studied. A stabilization of 
bodyweight at a lower than normal level occurred. Among the 
glucose treated and glucerol treated animals this weight loss 
was caused in part by temporary hypophagia. Among the ani- 
mals treated with beta-hydroxybutyrate the weight loss was un- 
accompanied by a reduction in food intake. The results are con- 
sistent with the view that the systems controlling food intake 
and bodyweight are sensitive to the availability of brain fuels. 
They are not consistent, however, with the view that these con- 
trol systems monitor calories independently of their source. 21 
references. (Author abstract modified) 


004099 Davis, Kenneth L.; Rosenberg, Gordon S. Bronx V.A. 
Medical Center, 130 West Kingsbridge Road, Bronx, NY 10468 
Induction of behavioral supersensitivity to apomorphine by DFP 
treatment. Life Sciences. 28(17)1953-1959, 1981. 


The effect of diisoflurophosphate (DFP), a long-acting inhibi- 
tor of acetylcholinesterase, on apomorphine-induced climbing 
behavior, was tested in mice. Twelve hours following intraperi- 
toneal administration of a single dose of DFP, animals demon- 
strated a significant increase in apomorphine-induced climbing 
behavior. This effect was not observed 24 hours following DFP 
pretreatment. Results suggest that acute administration of a cho- 


linomimetic agent, may produce behavioral supersensitivity to 
dopamine agonists. 42 references. (Author abstract modified) 


004100 Dawbarn, D.; Harmar, A. J.; Pycock, C. J. Dept. of 
Pharmacology, Medical School, University of Bristol, Bristol 
BS8 1TD, England Intranigral injection of capsaicin enhances 
motor activity and depletes nigral 5-hydroxytryptamine but not 
substance P. Neuropharmacology. 20(4):341-346, 1981. 


Locomotor activity in female Porton rats was enhanced for 
up to 6 days after bilateral injections in the pars reticulata of the 
substantia nigra of 30mcg capsaicin dissolved in dimethyl sul- 
phoxide (DMSO), compared to the activity of DMSO sham in- 
jected controls. Capsaicin also reduced the cataleptic effects of 
fluphenazine. Nigral concentrations of 5-hydroxytryptamine and 
5-hydroxyindoleacetic acid were decreased and striatal and nu- 
cleus accumbens levels of dopamine metabolites were increased 
on days 1 and 3 after intranigral capsaicin injection. No changes 
in nigral substance-P content were observed after intranigral in- 
jection of capsaicin. 26 references. (Author abstract modified) 


004101 De Lima, Thereza C. M.; Palermo-Neto, Joao. Labora- 
torio de Farmacologia, Universidade Federal de Santa Catarina, 
Rua: Ferreira Lima, 26 - Florianopolis, S.C. - CEP 88,000, 
Brazil Effects of withdrawal from long-term diphenylhydantoin 
treatment on audiogenic and maximal electroshock-induced sei- 
zures in rats. Acta Neurologica Scandinavica. 63(3):189-196, 
1981. 


The effects of diphenylhydantoin (DPH) withdrawal on rats’ 
reactions to maximal electroshock and sound were investigated. 
Animals were more sensitive to convulsions elicited by maximal 
electroshock at 48 hours after drug removal and more sensitive 
to convulsions elicited by sound 72 hours after drug removal. 
Results of experiments with food deprived rats show that the 
cause of this sensitivity is not vitamin B6 deficiency. Results 
suggest that long-term DPH treatment might develop a central 
nervous system supersensitivity state. 29 references. (Author ab- 
stract modified) 


004102 Dhumal, V. R.; Bhavsar, V. H. Pharmacology Dept., 
Government Medical College, Surat - 395 001, India Antagonism 
of some central effects of d-tubocurarine by gamma-aminobutyric 
acid. Archives Internationales de Pharmacodynamie et de Ther- 
apie. 248(1):148-153, 1980. 


Intracerebroventricular (i.c.v.) administration of d-tubocurar- 
ine (dtc) to rats produced seizures which could be blocked by 
i.c.v. administration of GABA or i.p. administration of hydroxy- 
lamine. GABA was not effective after i.p. administration. Local 
application of dtc to the spinal cord of decerebrate dogs facili- 
tated the scratch reflex, whereas GABA application inhibited 
the scratch reflex. It is concluded that the excitatory effects of 
dtc on the CNS may be due to inhibition of a naturally occur- 
ring inhibitory substance such as GABA or a closely related 
compound. 6 references. (Author abstract modified) 


004103 Donovick, Peter J.; Burright, Richard G.; Fanelli, 
Richard J.; Symchowicz, Beatrice; Ritz, Andrew. Dept. of Psy- 
chology, SUNY, Binghamton, NY 13901 Cocaine and seizure 
protection in mice of varying brain weights. Pharmacology Bio- 
chemistry and Behavior. 14(3):409-414, 1981. 


The effects of cocaine on seizures were studied in mice ge- 
netically selected for different brain weights. Fuller low brain 
weight mice were more susceptible to seizures induced by trans- 
corneal shock and exhibited more severe seizures than Fuller 
medium and high brain weight mice or mice of Binghamton 
Heterogeneous stock. Cocaine hydrochloride (5, 10, or 20mg/ 
kg) provided protection against seizures in a dose dependent 


fashion, particularly in medium brain weight and Heterogeneous 
stock mice. Repeated daily doses of cocaine (10mg/kg) also de- 
creased the severity of seizures induced by transcorneal shock. 
23 references. (Author abstract modified) 


004104 Dum, Jane; Blasig, Julia; Herz, Albert. Herz: Dept. of 
Neuropharmacology, Max-Planck-Institut fur Psychiatrie, Krae- 
pelinstrasse 2, D-8000, Munchen 40, West Germany Buprenor- 
phine: demonstration of physical dependence liability. European 
Journal of Pharmacology. 70(3):293-300, 1981. 


Male Sprague-Dawley rats treated chronically with buprenor- 
phine (0.5mg/kg twice daily for 4 days) developed complete tol- 
erance to the antinociceptive effects of the drug, but showed 
only weak signs of withdrawal upon cessation of buprenorphine 
treatment or naloxone challenge. More intense withdrawal signs 
were observed when buprenorphine treatment was followed by 
substitution treatment with morphine. A single 10mg/kg injec- 
tion of morphine 12 hours after the last buprenorphine injection 
enabled naloxone precipitation of withdrawal, even though na- 
loxone did not precipitate withdrawal after this dose of mor- 
phine in naive rats. Results indicate that buprenorphine does 
induce limited dependence. The weakness of the withdrawal 
signs produced by buprenorphine in direct dependence tests is 
probably due to the slow dissociation of the drug from the re- 
ceptor. 14 references. (Author abstract modified) 


004105 Dumont, C.; Laurent, J.; Grandadam, A.; Boissier, J. R. 
Centre de Recherches Roussel-Uclaf, F-93230 Romainville, 
France Anorectic properties of a new long acting serotonin uptake 
inhibitor. Life Sciences. 28(17):1939-1945, 1981. 


RU 25591 (6,7,8,9-tetrahydro N,N-dimethy! 5-(4-nitropheny]) 
oxy 5H-benzocyclohepten 7-amine) cis, fumarate, a potent, se- 
lective and long-acting serotonin uptake inhibitor was examined 
for anorectic properties. It was found that RU 25591 reduced 
food intake in rats, dogs, and pigs. Kinetics in single dosed ani- 
mals showed that the duration of RU 25591 food intake depres- 
sion was shorter than in vivo serotonin uptake inhibition. In re- 
peated dosing treatment, a progressive time related decrease in 
the inhibition of food consumption was observed which was 
more evident in pigs than in dogs. The anorectic activity of RU 
25591 does not depend exclusively on its ability to block sero- 
tonin uptake. However, available biochemical results do not 
permit exact specification of its mechanism of action. 27 refer- 

ences. (Author abstract modified) 


004106 Dykstra, Linda A. Dept. of Psychology 013A, Univer- 
sity of North Carolina, Chapel Hill, NC 27514 Discrimination of 
electric shock: effects of some opioid and nonopioid drugs. Jour- 
nal of Pharmcology and Experimental Therapeutics. 213(2):234- 
240, 1980. 


The effects of some opioid analgesics (methadone, propoxy- 
phene, pentazocine, cyclazocine and nalorphine) were examined 
on the discrimination of electric shock in squirrel monkeys. Dis- 
crimination of the presence of absence of shock was studied at 
two different shock intensities: 1) an intensity below which 
squirrel monkeys maintain a shock under schedules of shock ti- 
tration; and 2) an intensity determined to be close to each mon- 
key’s discrimination threshold. Methadone, pentazocine, cycla- 
zocine, and nalorphine but not propoxyphene decreased to the 
percentage of correct response at both shock intensities, without 
altering percentage of correct responses in the absence of shock. 
It appears that drug-induced alterations in the percentage of 
correct in the presence of shock are related to the 
physical properties of the shock, with lower intensities affected 
more than higher intensities. 36 references. (Author abstract 
modified) 


Psychopharmacology Abstracts 


004107 Dzhaliashvili, T. A.; Akhalkatsi, R. G.; Iordanishvili, 
G. S.; Ayvazashvili, I. M. Institut fiziologii im. I. S. Beritashvili, 
Akademiya nauk GruzSSR, Tbilisi, USSR /A study of the effect 
of neuropharmacological drugs on the functional activity of rat 
brain./ Issledovaniye vliyaniya neyrofarmakologicheskikh vesh- 
chestv na funktsional’nuyu aktivnost’ golovnogo mozga krys. 
Ukrainskiy Biokhimicheskiy Zhurnal. 53(2):109-114, 1981. 


The effect of neuropharmacological drugs on the functional 
activity of the rat brain was studied in relation to RNA synthe- 
sis and animal behavior. Phosphodiesterase, adenyl cyclase, and 
monoaminoxidase activity in glial cells was investigated. Results 
show that glial cells have high phosphodiesterase, adenyl cy- 
clase and monoaminoxidase-A activity. The neuropharmacologi- 
cal drugs, reserpine and transamine, affect RNA synthesis in 
vivo, but have no effect in vitro. Transamine and reserpine ac- 
celerate the formation of the conditioned defensive reflex, but 
they strongly inhibit the reproduction of this reflex. 21 refer- 
ences. (Journal abstract) 


004108 Elmazar, M. M. A.; Sullivan, F. M. Sullivan: Dept. of 
Pharmacology, Guy’s Hospital Medical School, London SE1 
9RT, England Effect of prenatal phenytoin administration on 
brain tryptophan metabolism of rat offspring during the prewean- 
ing period. Journal of Pharmacy and Pharmacology. 32(10):697- 
700, 1980. 


Brain tryptophan metabolism was studied in offspring of 
Wistar rats treated with phenytoin (100mg/kg/day) on days 7 to 
19 of pregnancy. Serum tryptophan and brain concentrations of 
tryptophan, 5-hydroxytryptamine, and 5-hydroxyindoleacetic 
acid were above control levels at 3 days of age, but not at 4, 15, 
or 21 days of age. The effect of prenatal phenytoin exposure 
was not apparent at 3 days of age in pups cross-fostered to con- 
trol mothers at 2 days of age. Results suggest that the altered 
brain tryptophan metabolism observed in offspring of phenytoin 
treated rats was mediated through changes in lactation or nurs- 
ing ability of the mothers. 21 references. (Author abstract modi- 
fied) 


004109 Endroczi, E. Central Research Division, Postgraduate 
Medical School, Budapest, Hungary ACTH-like peptides, pitu- 
itary-adrenocortical function and avoidance behavior. Progress in 
Brain Research. 53:111-121, 1980. 


The interactions of ACTH-like peptides (ALP), cholinomime- 
tics, and opiates on corticotropin releasing hormone (CRH) se- 
cretory elements are reviewed. The role of noradrenergic and 
opiate receptor mechanisms in the behavioral effects of ALP are 
also discussed. Effects of dibutyryl cyclic GMP on CRH release 
and on behavior are described. Studies of pituitary/adrenocorti- 
cal function indicate that cholinergic and opiate mechanisms are 
involved in activation of CRH neurosecretory elements. Data 
from studies of extinction of avoidance responses in rats indicate 
that ALP exert multiple action on cells with different receptive 
sites and that activation of brain noradrenergic systems is not 
necessarily coupled to extinction of conditioned responses. 34 
references. 


004110 Engel, Jorgen; Berggren, Ulf. no address Effects of lith- 
ium on behaviour and central monoamines. Acta Psychiatrica 
Scandinavica. 61(Suppl. 280):133-143, 1980. 


Biochemical and behavioral studies of the effects of acute lith- 
ium administration on central catecholamine mechanisms are de- 
scribed. Acute administration of lithium: 1) specifically sup- 
pressed a conditioned avoidance behavior in rats; 2) markedly 
reduced amphetamine-induced locomotor stimulation in mice; 
and 3) caused a significant reduction of catecholamine synthesis 
but not serotonin synthesis in rats. The finding that the adminis- 
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tration of L-DOPA counteracts the behavioral effects of lithium 
indicates a causal relationship between the behavioral and bio- 
chemical effects of acute lithium administration and supports the 
contention that lithium may act by interfering with central cate- 
cholaminergic mechanisms. Taken together with previous find- 
ings, these data cast doubt upon the contention that lithium acts 
by directly inhibiting tyrosine hydroxylase. A panel discussion 
of these findings is appended. 21 references. 


004111 Ervin, Gregory N.; Birkemo, Larry S.; Nemeroff, 
Charles B.; Prange, Arthur J., Jr. Biological Sciences Research 
Center, Dept. of Psychiatry, University of North Carolina, 
School of Medicine, Chapel Hill, NC 27514 Neurotensin blocks 
certain amphetamine-induced behaviours. Nature. 291(5810):73-76, 
1981. 


The behavioral effects of bilateral injections of either neuro- 
tensin (NT) or haloperidol (HA) into the nucleus accumbens of 
rats were investigated. Such injections markedly diminished the 
forward locomotion and rearing induced by a d-amphetamine 
(AM). Neither NT nor HA affected the insomnia or sniffing 
component of AM arousal. Isovolumetric intraaccumbens injec- 
tions of artificial CSF or the endogenous decapeptide, luteiniz- 
ing hormone releasing hormone (LHRH) did not affect AM be- 
haviors. It is suggested that the observed effects of NT and HA 
in AM treated rats probably were not due to impaired motor 
function per se, since intraaccumbens injections of NT or HA 
neither altered forward locomotion or rearing in untreated rats 
placed in an open field nor a variety of reflex activities. In con- 
trast, NT did not produce neuroleptic-like effects when injected 
into nucleus caudatus; HA blocked stereotyped sniffing, licking, 
biting, and head bobbing observed after AM, but NT did not. 
Since NT and dopamine are present in substantial quantities in 
the nucleus accumbens, it is suggested that NT may act in the 
nucleus accumbens to modulate dopaminergic function. 21 refer- 
ences. (Author abstract modified) 


004112 Fink, J. Stephen; Reis, Donald J. Reis: Lab. of Neuro- 
biology, Dept. of Neurology, Cornell University Medical Col- 
lege, 1300 York Ave., New York, NY 10021 Genetic variations 
in midbrain dopamine cell number: parallel with differences in re- 
sponses to dopaminergic agonists and in naturalistic behaviors me- 
diated by central dopaminergic systems. (Unpublished paper). Re- 
search Report, NIMH Grant 5SRO1-MH-33190, 1980. 36 p. 


Mice of the BALB/cJ and CBA/J strains were compared 
with respect to the magnitude of the behavioral responses to 
two dopamine (DA) agonists with differing modes of action: 
amphetamine, a drug whose action is largely mediated by releas- 
ing DA presynaptically; and apomorphine, a drug whose behav- 
ioral actions are principally mediated by direct activation of DA 
receptors. The mice strains were examined for differences in 
spontaneous locomotion and exploration, both behaviors being 
dependent on DA systems. Since the locomotor effects of am- 
phetamine and exploration are largely mediated by mesolimbic 
(A10) neurons, the activity of tyrosine hydroxylase (TH) was 
compared between strains in regions receiving that innervation. 
A variety of differences were noted between the strains, and the 
findings indicate genetic variations in the neurochemical param- 
eters of neurotransmitter content, turnover, and biosynthetic 
enzyme activity correlated with behavior and drug response. 
The results raise the possibility that variations in numbers of 
neurons of a particular chemical class may be the common bio- 
logical denominator which underlies genetically determined dif- 
ferences in the content of their neurotransmitters and/or their 
synthesizing enzymes. The findings may also have clinical rel- 
evance with respect to degenerative disorders of the CNS, such 
as Parkinson’s disease. 39 references. 


004113 Forster, Christine; Parkes, Janet; Cox, B. Dept. of 
Pharmacology, Materia Medica and Therapeutics, Manchester 
University Medical School, Manchester M13 9PT, England Ef- 
fects of olfactory bulbectomy and peripherally-induced anosmia on 
thermoregulation in the rat: susceptibility to antidepressant type 
drugs. Journal of Pharmacy and Pharmacology. 32(9):630-634, 
1980. 


The mechanism underlying the thermoregulatory deficit in 
male Sprague-Dawley rats observed at low ambient tempera- 
tures after olfactory bulbectomy was studied. Rats made periph- 
erally anosmic with zinc sulfate did not show a thermoregula- 
tory deficit, which suggests the deficit observed after surgical 
ablation of the olfactory bulbs is not related to anosmia per se. 
The abnormal response to cold in bulbectomized animals was 
blocked by chronic daily administration of amitriptyline (10mg/ 
kg), mianserin (10mg/kg), or the 5-hydroxytryptamine (5-HT) 
uptake inhibitor Org-6582 (10mg/kg) for 7 days. It is suggested 
that serotonergic mechanisms may be involved in the thermore- 
gulatory deficit and other behavioral changes observed after ol- 
factory bulbectomy. 16 references. (Author abstract modified) 


004114 Foster, John A.; Morrison, M.; Dean, S. J.; Hill, M.; 
Frenk, H. 23272 Strathern St., Canoga Park, CA 91304 Nalox- 
one suppresses food/water consumption in the deprived cat. Phar- 
macology Biochemistry and Behavior. 14(3):419-421, 1981. 


The opiate antagonist naloxone hydrochloride decreased food 
and water consumption in six drug naive cats. Food consump- 
tion during a 1 hour period after 23 hours of deprivation de- 
creased significantly in all six cats in linear relationship to in- 
creasing dose (Img/kg and 10mg/kg i.p.) of naloxone. Water 
consumption decreased below control in a linear relationship to 
increasing dose of naloxone for five of the six cats. These re- 
sults, as well as behavioral signs (vomiting, vocalization, saliva- 
tion, mydriasis, moderate catatonia, and hissing) occasionally ex- 
hibited by four of the cats, suggest that naloxone may induce 
malaise. 23 references. (Author abstract modified) 


004115 Fregnan, G. B.; Chieli, T. Divisione Ricerche Lusofar- 
maco, Via Carnia 26, I-20132 Milano, Italy Classical neuroleptics 
and deconditioning activity after single or repeated treatments: 
role of different cerebral neurotransmitters. Arzneimittel-Fors- 
chung. 30(11):1865-1870, 1980. 


A dose dependent inhibition of conditioned avoidance re- 
sponse (CAR) was documented in trained rats after acute treat- 
ment with several neuroleptics: haloperidol; chlorpromazine 
(CPZ); fluanisone; and 4-p-fluorophenyl-5-N(N’-o- 
ne(zoloperone, 
LR 511). The compounds differently affected the unconditioned 
escape response (UER); haloperidol and LR 511 were least 
active. Daily treatment with LR 511 or haloperidol for 7 to 16 
days did not cause tolerance, and increased the effects of these 
drugs on CAR and on UER. This supersensitivity did not disap- 
pear after more than 30 days without neuroleptic treatment. The 
effects of acute neuroleptic administration in combination with 
other centrally active drugs are noted. The role of various neur- 
otransmitters is discussed. 30 references. (Author abstract modi- 
fied) 


004116 Fregnan, G. B.; Porta, R. Divisione Ricerche, Lusofar- 
maco S.p.A., Via Carnia 26, I-20132 Milano, Italy A comparison 
between some biochemical and behavioural effects produced by 
neuroleptics. Arzneimittel-Forschung. 31(1):70-74, 1981. 


The effect is discussed of a new neuroleptic drug, 4-p-fluoro- 
2- 
one (LR 511), on homovanillic acid (HVA) levels of the corpus 
striatum (CS) and tuberculum olfactorium (TO) of rat brain. 
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Dopamine (DA) and noradrenaline (NA) levels were 
mined, and comparative evaluations were made between 
conditioned avoidance response test and the catalepsy 
Acute administration of five neuroleptic drugs to rats prod 

a dose dependent increase in brain HVA which was of greater 
magnitude and of longer duration in the CS than in the TO. LR 
511 appeared to be 5 to 10 times more potent than were fluani- 
sone and clozapine, was as active as was chlorpromazine (CPZ), 
and was about twenty times less active than was haloperidol. 
Time course studies on DA turnover indicated that LR 511 at a 


clozapine) caused an equal increment of the cerebral HVA 
level. At their EDSOs on catalepsy, the neuroleptic drugs 
evoked HVA changes which varied according to the drug 
tested. Potent cataleptogenic agents either caused strong stimu- 
lation of the DA turnover in both brain structures (haloperidol 
and CPZ) or caused weak stimulation only in the CS (fluani- 
sone). A poor cataleptogenic agent, such as LR 511, was ac- 
companied by the highest HVA levels, and the noncatalepto- 
genic clozapine at the dose of 40mg/kg increased the cerebral 
HVA levels. It is suggested that the blockade of DA receptors 
in brain of rodents by a novel drug cannot be considered as a 
positive prediction of therapeutic efficacy and of clinical poten- 
cy even when classical neuroleptics are examined. 40 references. 
(Journal abstract modified) 


004117 Fung, Yiu K.; Uretsky, Norman J. Uretsky: Div. of 

, Ohio State University, College of Pharmacy, 
Lloyd Parks Hall, 500 W. 12th Ave., Columbia, OH 43210 The 
effect of dopamine uptake blocking agents on the amphetamine-in- 
duced circling behavior in mice with unilateral nigro-striatal le- 
sions. Journal of Pharmacology and Experimental Therapeutics. 
214(3):651-656, 1980. 


The effects of the dopamine (DA) uptake blocking agents, 
benztropine, cocaine, nomifensine, and mazindol, were studied 
on the amph ved circling behavior in mice that re- 
ceived a unilateral nigrostriatal lesion with 6-hydroxydopamine. 
When administered intrastriatally to these animals, none of the 
DA uptake inhibitors elicited net circling. However, they inhib- 
ited circling induced by amphetamine. In contrast, these agents 
had no effect on the circling produced by apomorphine in mice 
that received an electrolytic lesion destroying one striatum. In 
biochemical studies in vitro, all the DA uptake blocking agents 
inhibited the stimulatory effects of amphetamine on (3H)DA 
synthesis and release in mouse striatal slices. It is concluded that 
if the amount of (3H)DA released into the medium in vitro re- 
flects the amount of DA released from nerve terminals in the 
striatum in vivo then the inhibitory effect of the uptake blocking 
agents and EGTA on (3H)DA synthesis and/or release induced 
by amphetamine could account for their inhibitory effects on 
amphetamine-induced circling. 36 references. (Author abstract 
modified) 


004118 Gebhart, G. F.; Lorens, Stanley A. Dept. of Pharma- 
cology, University of Iowa, Iowa City, IA 52242 Attenuation of 
pethidine-induced 


hydroxytryptamine 
70(3):411-414, 1980. 


Morphine and pethidine-induced antinociception was studied 
in the hot plate and tail flick tests in male Sprague-Dawley rats 
after selective inhibition of 5-hydroxytryptamine (5-HT) reup- 
take by fluoxetine or zimelidine. Pretreatment with fluoxetine or 
zimelidine potentiated the antinociceptive effect of 4.5mg/kg 
morphine (as base); zimelidine did not alter the effect of 3.0mg/ 
kg morphine. Pethidine-induced antinociception was attenuated 
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or prevented by pretreatment with zimelidine, but not fluoxe- 
tine. Results suggest that 5-HT is involved in the expression of 
morphine-induced analgesia and that morphine and pethidine 
have different modes of action. 12 references. (Author abstract 
modified) 


004119 Goldberg, Steven R. NIDA, Addiction Research 
Center, P.O. Box 12390, Lexington, KY 40583 Histamine as a 
punisher in squirrel monkeys: effects of pentobarbital, chlordiaze- 
poxide and H1- and H2-receptor antagonists on behavior and car- 
diovascular responses. Journal of Pharmacology and Experimen- 
tal Therapeutics. 214(3):726-736, 1980. 


The effects of pentobarbital, chlordiazepoxide, and H1 recep- 
tor and H2 receptor antagonists on behavior and cardiovascular 
responses were investigated in squirrel monkeys. Squirrel mon- 
keys pressed a key under a two component, 30 response fixed- 
ratio schedule of food presentation. In both nonpunishment and 
punishment components, every 30th response resulted in food 
presentation. In the punishment component, the 11th and 22nd 
response in each 30 response fixed-ratio also produced a 
200msec i.v. injection of 30mcg/kg to 100mcg/kg of histamine. 
This resulted in about an 80% suppression of responding in the 
punishment component. Behavior suppressed by histamine could 
be markedly increased by presession treatment with pentobarbi- 
tal or chlordiazepoxide. Presession treatment with the H1 recep- 
tor antagonist, diphenhydramine, reversed the punishment ef- 
fects of histamine, but enhanced the cardiovascular effects of 
histamine. In contrast, the H2 receptor antagonist, cimetidine, 
failed to reverse the punishment effects of histamine, but mar- 
kedly attenuated the cardiovascular effects of histamine. 34 ref- 
erences. (Author abstract modified) 


004120 Goldstein, Menek; Lew, Jow Y.; Engel, Jorgen. Neuro- 
chemistry Laboratories, Dept. of Psychiatry, New York Univer- 
sity Medical Center, New York, NY 10016 Relevance of dopa- 
mine receptor binding studies for evaluation of antiparkinsonian 
drugs. In: Hanin, I., Physico-chemical methodologies in psychi- 
atric research. New York, Raven Press, 1980. 265 p. (p. 103- 
109). 


The potencies of dopamine (DA) agonists in animal models of 
parkinsonism were compared with their binding affinities to DA 
receptors. Several antiparkinsonian agents had high binding af- 
finities for DA receptors. In monkeys and rats, the antiparkin- 
sonian potencies of a homologous series of ergoline derivatives 
correlated with their binding affinities to DA receptor agonist 
sites. Guanosine triphosphate inhibited the binding of ergolines 
to DA receptors, and its inhibitory potency was enhanced in the 
decorticated striatum. Specific binding to DA receptors in de- 
corticate striatum may be a better index of DA agonist potency 
than binding in the intact striatum. 13 references. 


004121 Goudie, Andrew J.; Demellweek, Colin. Psychology 
Dept., Liverpool University, P.O. Box 147, Liverpool L69 3BX, 
England Naloxone fails to block amphetamine-induced anorexia 


and conditioned taste aversion. Journal of Pharmacy and Phar- 
macology. 32(9):653-656, 1980. 


Naloxone failed to antagonize anorexia or conditioned taste 
aversion induced by d-amphetamine in female albino rats. Na- 
loxone also failed to show any direct effects on food intake. 
Since these findings are not consistent with some previous re- 
ports, it is concluded that naloxone antagonism of amphetamine 
is not a reliable method for studying the interaction of endor- 
phins and catecholamines in the control of behavior. 28 refer- 
ences. 


004122 Greenblatt, E. N.; Coupet, J.; Rauh, E.; Szucs-Myers, 
V. A. CNS Biology Dept., Medical Research Division, Ameri- 


moderate dosage has some similarities with clozapine (such as a . 
lower difference between striatal and limbic tissues). All the 
neuroleptics inhibited the conditioned avoidance response and at 3 
their ED50s (confidential limits) on this parameter (excluding a , 
_ 
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can Cyanamid Co., Lederle Laboratories, Pearl River, NY 
10965 Is dopamine antagonism a requisite of neuroleptic activity? 
Archives Internationales de Pharmacodynamie et de Therapie. 
248(1):105-119, 1980. 


Although 
zinyl)-ethyl)indolin e(7DHO) exhibited a pharmacological profile 
characteristic of neuroleptic drugs in laboratory animals, it did 
not alter dopamine (DA) levels, DA turnover rate, or DA stim- 
ulated cyclase. DHO induced ptosis and catalepsy, decreased lo- 
comotor activity, antagonized amphetamine-induced lethality, 
and inhibited conditioned avoidance responses. It did not an- 
tagonize amphetamine-induced stereotyped behavior or apomor- 
phine-induced gnawing, which are believed to be DA depend- 
ent behaviors. The agent decreased the level of norepinephrine 
in the forebrain. Results suggest that DA antagonism may not 
be a prerequisite for neuroleptic activity and that the DA hy- 
pothesis of schizophrenia may not be valid in all cases. 37 refer- 
ences. (Author abstract modified) 


004123 Griffiths, Roland R.; Wurster, Richard M.; Brady, 
Joseph V. Division of Behavioral Biology, Johns Hopkins Uni- 
versity School of Medicine, 720 Rutland Ave., Baltimore, MD 
21205 Choice between food and heroin: effects of morphine, na- 
loxone, and secobarbital. Journal of the Experimental Analysis of 
Behavior. 35(3):335-351, 1981. 


Baboons responded on a choice task in which discrete trials 
involved choosing between an intravenous injection of heroin or 
the availability of food pellets. An intertrial interval of 3 hours 
followed the completion of each trial. Typically, animals chose 
heroin on three or four trials a day and chose food on the re- 
maining trials. Animals tended to space the selection of heroin 
rather than choosing heroin on consecutive trials. A series of 
single day experimental manipulations was undertaken. Manipu- 
lation of the heroin dose produced shifts in the relative frequen- 
cy of choosing the drug option which were related inversely to 
dose. Manipulation of number of pellets per food trial produced 
little change in choice distribution. Noncontingent administra- 
tion of morphine produced dose related decreases in relative fre- 
quency of heroin choice, and at higher doses noncontingent 
morphine administration decreased the number of trials complet- 
ed. Noncontingent naloxone administration produced dose relat- 
ed increases in the relative frequency of heroin choices. Non- 
contingent administration of secobarbital had no effect and high 
doses reduced the number of trials completed per day. The re- 
sults suggest that morphine and naloxone produce shifts in this 
choice behavior by selectively interacting with the reinforcing 
properties of the option involving heroin. 21 references. (Author 
abstract modified) 


004124 Grilly, David M. Dept. of Psychology, Cleveland State 
University, Cleveland, OH 44115 A signal detection analysis of 
morphine effects on the response bias of rats in a two-shock dis- 
crimination task. Life Sciences. 28(17):1883-1888, 1981. 


Signal detection theory techniques were used to assess the 
extent to which morphine affects response bias of rats in a two 
choice shock discrimination task. The ratio of low shock (noise) 
to high shock (signal) trials was varied to produce different re- 
sponse biases prior to drug administration. Morphine significant- 
ly reduced signal sensitivity (d’) under all three conditions with- 
out systematically affecting any of the measures of response bias 
assessed in this study. While consistent with most reports with 
respect to d’, these results conflict with a few previous reports 
of morphine disrupting performance more when the discrimina- 
tive stimulus is the presence of shock than when it is the ab- 
sence of shock. 12 references. (Author abstract) 


004125 Gugushvili, L. N.; Dzhafarli, M. T. no address /The 
effect of thioproperazine on delayed reactions in lower monkeys./ 
Vliyaniye mazheptila na otsrochennyye reaktsii u nizshikh 
obez’yan. Soobshcheniya Akademii Nauk Gruzinskoy SSR. 
99(3):681-684, 1980. 


The effect of thioproperazine on short-term image memory in 
the pig-tailed macaque was studied by the delayed reaction 
method with restricted movement. Results show that: 0.01mg/ 
kg of thioproperazine improved the ability to solve delayed re- 
action tasks for about 48 hours; in large doses it reduced this 
ability for 24 to 72 hours; 0.00Smg/kg increased the percentage 
of correct delayed reactions for about 10 hours. These results 
support the view that moderate quantities of phenothiazines, ad- 
sorbed on the outer surface of the neuronal membranes as a 
result of conformational changes, can occupy such a position in 
the membrane pores that they significantly stabilize the presyn- 
aptic membrane. 9 references. (Journal abstract modified) 


004126 Hallberg, Helene; Almgren, Olle; Engel, Jorgen; Jona- 
son, Jan. Research Laboratories, AB Hassle, S-43183 Molndal, 
Sweden Effects of propranolol on the locomotor stimulation in- 
duced by activation of postsynaptic catecholamine receptors. Psy- 
chopharmacology. 72(3):227-231, 1981. 


The effects of d-propranolol and dl-propranolol on the loco- 
motor stimulation induced by apomorphine and clonidine in re- 
serpinized male NMRI mice were studied in photocell activity 
chambers. Pretreatment with dl-propranolol prolonged the dura- 
tion of apomorphine-induced locomotor stimulation without af- 
fecting the maximal level of activity. A similar tendency was 
seen after pretreatment with d-propranolol, which has much 
lower beta-receptor blocking activity. Clonidine potentiation of 
apomorphine-induced stimulation in reserpinized mice was re- 
duced dose dependently by pretreatment with dl-propranolol, 
but not by the administration of d-propranolol. Results suggest 
that central beta-adrenoceptors are involved in the stimulation 
induced by apomorphine plus clonidine in reserpinized mice. 17 
references. (Author abstract modified) 


004127 Harris, R. Adron. Dept. of Pharmacology, University 
of Missouri School of Medicine, Columbia, MO 65212 Interac- 
tions between narcotic agonists, partial agonists and antagonists 
evaluated by schedule-controlled behavior. Journal of Pharmacol- 
ogy and Experimental Therapeutics. 213(3):497-503, 1980. 


In male Long-Evans rats responding under a fixed-interval, 5 
minute schedule of food presentation, morphine, butorphanol, 
cyclazocine, ketocyclazocine, ethylketocyclazocine, and N-allyl- 
norphenazocine (SKF-10,047) decreased the average rate of re- 
sponding in a dose dependent manner. The rate decreasing ef- 
fects of morphine were markedly antagonized by naltrexone, 
whereas the effects of SKF-10,047 or high doses of cyclazocine 
were not antagonized by naltrexone or naloxone. Naltrexone 
and naloxone caused a moderate antagonism of the effects of bu- 
torphanol, ketocyclazocine, ethylketocyclazocine, and low doses 
of cyclazocine. The classification of these drugs into three 
groups on the basis of their interaction with the narcotic antago- 
nists is consistent with the proposed existence of three distinct 
opiate receptor types (mu-receptors, kappa-receptors, and alpha- 
receptors). 24 references. (Author abstract modified) 


004128 Hayashi, Tetsu; Ohashi, Kyoichi; Tadokoro, Sakutaro. 
Behavior Research Institute, School of Medicine, Gunma Uni- 
versity, Maebashi 371, Japan Conditioned drug effects of d-am- 
phetamine- and morphine-induced motor acceleration in mice: ex- 
perimental approach for placebo effect. Japanese Journal of Phar- 
macology. 30(1):93-100, 1980. 


The effects of chronic treatment with 2.5mg/kg d-amphet- 
amine sulfate or 10mg/kg morphine hydrochloride on ambula- 
tory activity were studied in male ddG mice. Half of the ani- 
mals were exposed to a flickering light (FL) after drug or saline 
administration. The motor accelerating effects of both drugs 
were enhanced with repeated administration. In mice treated 
with either drug 10 times, physiological saline injections elicited 
the motor acceleration effect for a short time, particularly in 
mice exposed to FL. This effect disappeared after repeated ad- 
ministration or saline solution for 6 days. The motor accelerat- 
ing effect induced by saline appeared to be due to the associ- 
ation of conditioned stimuli (the FL and other environmental 
factors) and drug effects. 14 references. (Author abstract modi- 
fied) 


004129 Heikkila, R. E.; Shapiro, B. S.; Duvoisin, R. C. Dept. 
of Neurology, College of Medicine and Dentistry of New 
Jersey, Rutgers Medical School, Piscataway, NJ 08854 The rela- 
tionship between loss of dopamine nerve terminals, striatal 
(3H)spiroperidol binding and rotational behavior in unilaterally 6- 
hydroxydopamine-lesioned rats. Brain Research. 211(2):285-292, 
1981. 


Female Sprague-Dawley rats that showed significant rotation- 
al behavior in response to L-DOPA 5 weeks after unilateral 6- 
hydroxydopamine (6-OHDA) lesions had more specific 3H-spir- 
operidol binding in the lesioned striatum than in the nonlesioned 
striatum and had at least 90% destruction of dopamine (DA) 
terminals in the lesioned striatum. Animals that did not rotate in 
response to L-DOPA after unilateral 6-OHDA lesions had con- 
siderably less destruction of DA terminals and no significant in- 
crease in specific binding on the lesioned side. Results are dis- 
cussed in relation to the response to L-DOPA of patients with 
Parkinson’s disease. 9 references. (Author abstract modified) 


004130 Heikkila, Richard E. Dept. of Neurology, College of 
Medicine and Dentistry of New Jersey, Rutgers Medical 
School, University Heights, Piscataway, NJ 08854 Differential 
effects of several dopamine uptake inhibitors and releasing agents 
on locomotor activity in normal and in reserpinized mice. Life 
Sciences. 28(17):1867-1873, 1981. 


Several drugs that were potent dopamine uptake inhibitors in 
vitro (including GBR 13,069 and GBR 13,098, amfonelic acid, 
mazindol, Win 35,065 and Win 35,428) were found to cause 
large increases in locomotor activity in normal mice but not in 
reserpinized mice. Additionally, these drugs given to reserpin- 
ized mice prior to the dopamine releasing agent d-amphetamine, 
were able to prevent the normal increase in activity caused by 
d-amphetamine. The data demonstrate markedly different in 
vivo effects of dopamine uptake inhibitors and dopamine releas- 
ing agents. 11 references. (Author abstract) 


004131 Helmeste, Daiga M.; Seeman, Philip; Coscina, Donald 
V. Seeman: Dept. of Pharmacology, University of Toronto, To- 
ronto, Ontario, Canada M5S 1A8 Relation between brain cate- 
cholamine receptors and dopaminergic stereotypy in rat strains. 
European Journal of Pharmacology. 69(4):465-470, 1981. 


A relation between D2 dopamine-neuroleptic receptor density 
and behavioral responsiveness to the dopamine agonist apomor- 
phine was determined in rats. Apomorphine elicited significantly 
more stereotypy in male F344 rats than in male rats of the Buf- 
falo (BUFF) strain. Studies of 3H-spiperone binding revealed 
the presence of 34% more D2-receptors in the striatum and 
50% more D2-receptors in the olfactory tubercle of F344 rats 
than in BUFF rats. Alpha2-adrenoceptors in the frontal cortex 
were 20% higher in the F344 rats than in BUFF rats. Alphal- 
adrenoceptors did not differ across strains. 28 references. 
(Author abstract modified) 
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004132 Herling, Seymore; Coale, Edward H., Jr.; Valentino, 
Rita J.; Hein, David W.; Woods, James H. M6311 Medical Sci- 
ence Building I, Dept. of Pharmacology, University of Michi- 
gan Medical School, Ann Arbor, MI 48109 Narcotic discrimina- 
tion in pigeons. Journal of Pharmacology and Experimental 
Therapeutics. 214(1):139-146, 1980. 


In White Carneaux pigeons trained to discriminate intramus- 
cular injection of 10mg/kg morphine from saline in a keypeck 
task with food reward, codeine (32mg/kg) and the methionine 
enkephalin analogue FK-33824 (3.2mg/kg) produced stimulus 
control of behavior comparable to that of morphine. The kappa- 
agonists ketazocine (10mg/kg) and ethylketazocine (3.2mg/kg) 
and the N-furyl benzomorphans, UM-909 (10mg/kg) and UM- 
1072 (1.0mg/kg), produced morphine appropriate responding. 
Naltrexone (1.0mg/kg) completely antagonized the stimulus 
control of behavior exerted by morphine and ethylketazocine. 
The mixed narcotic agonists/antagonists cyclazocine and SKF- 
10,047 and the nonnarcotic drugs pentobarbital, dextrorphan, 
ketamine, UM-1046, and clonidine, produced predominantly 
saline appropriate responding. Pentazocine, nalorphine, and me- 
peridine produced responding intermediate between those ap- 
propriate for morphine and for saline. Results are discussed in 
relation to discriminative effects of narcotic drugs in other spe- 
cies. 37 references. (Author abstract modified) 


004133 Herling, Seymore; Woods, James H. M6311 Medical 
Science Building I, Dept. of Pharmacology, University of 
Michigan Medical School, Ann Arbor, MI 48109 Chlorproma- 
zine effects on cocaine-reinforced responding in rhesus monkeys: 
reciprocal modification of rate-altering effects of the drugs. Jour- 
nal of Pharmacology and Experimental Therapeutics. 
214(2):354-361, 1980. 


The effects of intramuscular injections of chlorpromazine 
were studied in rhesus monkeys whose lever-press responding 
was maintained under a second-order, fixed-interval, fixed-ratio 
schedule of food or cocaine reinforcement. When the dose per 
injection of cocaine was small, chlorpromazine produced similar 
dose related decreases in responding maintained by either co- 
caine or food. As the dose of cocaine was increased, the effects 
of chlorpromazine were attenuated, suggesting a dose related 
antagonism by self-injected cocaine of the rate decreasing ef- 
fects of chlorpromazine. The behavioral effects of combinations 
of cocaine and chlorpromazine appear to involve a reciprocal 
antagonism of the rate modifying effects of the drugs. 25 refer- 
ences. (Author abstract modified) 


004134 Herling, Seymore; Woods, James H. Dept. of Pharma- 
cology, University of Michigan, Ann Arbor, MI 48109 Discrimi- 
native stimulus effects of etorphine in rhesus monkeys. Psycho- 
pharmacology. 72(3):265-267, 1981. 


In two rhesus monkeys trained to discriminate etorphine 
(0.001mg/kg) from saline, administrations of etorphine (0.0001 
to 0.0018mg/kg), meperidine (0.1 to 1.0mg/kg), morphine (0.1 
to 3.2mg/kg), and codeine (0.3 to 3.2mg/kg) produced dose re- 
lated increases in the percentage of responses on the etorphine 
appropriate lever. Ethylketazocine, pentazocine, and N-allyl- 
normetazocine produced responses primarily on the saline ap- 
propriate lever. Results indicate that etorphine-like narcotics 
have discriminative stimulus effects in rhesus monkeys that can 
be distinguished from those of narcotics with nonmorphine-like 
actions. 15 references. (Author abstract modified) 


004135 Hodge, Gordon K.; Boyeson, Michael G.; Linn, Rich- 
ard T. Dept. of Psychology, University of New Mexico, Albu- 
querque, NM 87131 Dopaminergic agonists differentially affect 
open-field activity of rats with A10 lesions. Psychopharmaco- 
logy. 73(1):39-42, 1981. 
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The differential effects on open-field behavior of rats with 
A10 lesions caused by dopaminergic agonists (apomorphine, d- 
amphetamine, or methylphenidate) were studied. Bilateral radio 
frequency lesions of area A10 in rats failed to affect spontaneous 
open-field behavior over a 1 month postoperative period. When 
injected with Img/kg of apomorphine, however, experimental 
rats more than doubled their activity as compared to the re- 
sponse of sham operated control Ss. In contrast, no difference 
between the two groups of animals was observed in terms of in- 
creased activity following 3mg/kg of either d-amphetamine or 
methylphenidate. These results are consistent with previous 
work indicating the involvement of ventromedial mesencephalic 
dopamine somata in the control of locomotor activity. The data 
suggest, however, that systems in addition to the dopaminergic 
mesolimbic projection are responsible, in part, for the hyperacti- 
vity elicited by d-amphetamine or methylphenidate. 20 refer- 
ences. (Author abstract modified) 


004136 Holtzman, Stephen G. Dept. of Pharmacology, Emory 
University School of Medicine, Atlanta, GA 30322 Phencycli- 
dine-like discriminative effects of opioids in the rat. Journal of 
Pharmacology and Experimental Therapeutics. 214(3):614-619, 
1980. 


Possible commonalities in the discriminative stimulus proper- 
ties of phencyclidine (PCP) and opioids were investigated in 
rats trained to discriminate between i.p. injections of saline and 
2.0mg/kg of PCP in a two choice, discrete trial avoidance para- 
digm. Tests of stimulus generalization were performed over an 
eightfold to 32fold range of doses with ketamine, a PCP analog, 
and eight opioids. Dose dependent and time dependent stimulus 
control of behavior comparable to that produced by 2.0mg/kg 
of PCP were produced by ketamine and the opioids cyclazo- 
cine, SKF 10,047, and dextrorphan. These drugs also produced 
orderly increases in responses during the interval between trials 
suggestive of a relationship between this effect and PCP-like 
stimulus control. In contrast, after ethylketocyclazocine, ketocy- 
clazocine, pentazocine, and dextromethorphan trials were com- 
pleted primarily on the saline appropriate lever and responding 
between trials did not change. Neither the PCP-like stimulus 
control of behavior nor the increased responding between trials 
produced by cyclazocine were prevented by pretreatment with 
naltrexone. These results provide further evidence that PCP and 
certain opioids share a common component of action that is 
probably mediated by neuronal substrates not usually associated 
with the activity of opioids. 35 references. (Author abstract 
modified) 


004137 Horton, Roger; Anlezark, Gill; Meldrum, Brian. Mel- 
drum: Dept. of Neurology, Institute of Psychiatry, Denmark 
Hill, London SES 8AF, England Noradrenergic influences on 
sound-induced seizures. Journal of Pharmacology and Experi- 
mental Theraeputics. 214(2):437-442, 1980. 


Noradrenergic influences on sound-induced seizures were in- 
vestigated. The preferential alpha2 noradrenergic agonists, clon- 
idine, oxymetazoline, and UK 14,304 reduced the severity of au- 
diogenic seizures in 19-day-old and 26-day-old DBA/2 mice. 
This protective effect could be diminished or reversed by alpha- 
2-noradrenergic antagonists such as yohimbine, piperoxan, or in- 
tracerebroventricular phentolamine. It is not reversed by the 
preferential alphal noradrenergic antagonist phenoxybenzamine. 
It is concluded that activation of a receptor pharmacologically 
similar to the peripheral alpha2 noradrenergic receptor protects 
against seizures in this epilepsy model. 49 references. (Author 
abstract modified) 


004138 Igarashi, M.; Levy, J. K.; O-Uchi, T.; Homick, J. L. 
Dept. of Otorhinolaryngology and Communicative Sciences, 
Baylor College of Medicine, Houston, TX 77030 Diazepam-in- 


04 
004141 


duced ataxia in trotting squirrel monkeys. Agressologie. 
21(3):151-153, 1980. 


The effect of diazepam on squirrel monkeys’ gait was studied. 
Five squirrel monkeys who had been trained to trot on the 
center line of the squirrel monkey platform runway were inject- 
ed with 2.0mg diazepam per kg of body weight. The platform 
test was repeated at 15 minutes, 1, 2, 3, 4, 5, and 24 hours after 
the injection. Results show that diazepam interfered with 
straight trotting by increasing lateral deviations. Because of dia- 
zepam’s ability to produce ataxia, it is suggested that humans be 
cautious when performing motor tasks while under its influence. 
9 references. (Journal abstract modified) 


004139 Ikeda, Yasuo; Sasa, Masashi; Takaori, Shuji. Dept. of 
Pharmacology, Faculty of Medicine, Kyoto University, Sakyo- 
ku, Kyoto 606, Japan Selective effect of ethanol on the vestibular 
nucleus neurons in the cat. Japanese Journal of Pharmacology. 
30(5):665-673, 1980. 


’ The effects of ethanol on neuronal activities in the lateral ves- 
tibular nucleus (LVN) and spinal trigeminal nucleus (STN) were 
investigated in cats. The LVN neurons were classified as mono- 
synaptic, polysynaptic-I, and polysynaptic-II on the basis of la- 
tency to the first spike elicited by orthodromic vestibular nerve 
stimulation and antidromic vestibulospinal tract stimulation. Eth- 
anol (0.2 to 1.6g/kg i.v.) dose dependently suppressed the ortho- 
dromic spike generation of monosynaptic and polysynaptic-II 
neurons. Mean spike numbers of monosynaptic and polysynap- 
tic-II neurons were significantly decreased by ethanol doses 
greater than 0.4g/kg, but the polysynaptic-I neuron was unaf- 
fected by up to 0.8g/kg ethanol. Spike generation of the STN 
relay neurons and the interneuron elicited by trigeminal nerve 
stimulation was also unaltered by up to 0.8g/kg ethanol. 22 ref- 
erences. (Author abstract modified) 


004140 Isaacson, Robert L.; Lanthorn, Thomas H. Dept. of 
Psychology, State University of New York, Binghamton, NY 
13901 Hippocampal involvement in the pharmacologic induction of 
withdrawal-like behaviors. Federation Proceedings. 40(5):1508- 
1512, 1981. 


Studies of the hippocampal involvement in the pharmacologic 
induction of withdrawal-like behaviors are described. Intracere- 
broventricular injection of nontoxic doses of kainic acid in rats 
produced behaviors similar to morphine withdrawal. Lesion of 
CA3 and CA4 abolished this response to kainic acid. The differ- 
ential effects of CA3 and CA4 lesions on effects of various 
agents causing withdrawal-like behavior and challenge by nalox- 
one and morphine may indicate that two neural circuits exist 
through which withdrawal-like behaviors are evoked. The hip- 
pocampal circuit is not directly involved in dependence, but 
may modulate withdrawal. 29 references. (Author abstract 
modified) 


004141 James, Thomas A.; Starr, Michael S. Starr: Dept. of 
Pharmacology, School of Pharmacy, 29-39 Brunswick Square, 
London WCIN 1AX, England Rotational behaviour elicited by 
5-HT in the rat: evidence for an inhibitory role of 5-HT in the 
substantia nigra and corpus striatum. Journal of Pharmacy and 
Pharmacology. 32(3):196-200, 1980. 


Unilateral intranigral microinjection of 5-hydroxytryptamine 
(5-HT) 
(Wy-25093), a selective inhibitor of 5-HT uptake, elicited ipsi- 
versive circling and a fall in striatal dopamine (DA) turnover in 
male Wistar rats. Intranigral injection of methysergide or unilat- 
eral lesion of the raphe/nigral 5-HT pathway produced contra- 
versive turning and increased DA turnover. Both types of be- 
havior were accentuated by nialamide and attenuated by halo- 


periodol. Intracaudate injections of 5-HT or Wy-25093 pro- 
voked contraversive turning which was increased by nialamide 
and hyoscine, partially diminished by haloperidol, and aniago- 
nized by eserine. Intracaudate injections of methysergide-in- 
duced ipsiversive circling, which was potentiated by nialamide 
and eserine, depressed by hyoscine, and unaffected by haloper- 
iodol. Results suggest there is an inhibitory 5-HT/DA link in 
the substantia nigra and an inhibitory synapse between seroton- 
ergic and cholinergic neurons in the corpus striatum. 21 refer- 
ences. (Author abstract modified) 

004142 Jarbe, T. U. C.; Sterner, U.; Hjerpe, C. University of 
Uppsala, Dept. of Psychology, P.O. Box 227, S-75104 Uppsala, 
Sweden Conditioning of an interoceptive drug stimulus to differ- 
ent exteroceptive contexts. Psychopharmacology. 73(1):23-26, 
1981. 


Two experiments showing that a pentobarbital versus saline 
discrimination can be differentially conditioned to different ex- 
ternal contexts are described. In Experiment 1, rats differentiat- 
ed two T-mazes (one water maze and one electrified maze). In 
Experiment 2, the external stimuli were the presence and ab- 
sence of lights during training in the electrified T-maze. These 
experiments constitute the first examples where a single drug vs. 
nondrug discrimination has been conditioned to different exter- 
nal contexts requiring an opposite response pattern by the same 
animal. The data are in accordance with a stimulus interpreta- 
tion of drug discrimination learning. 15 references. (Author ab- 
stract modified) 


004143 Jensen, Robert A.; Messing, Rita B.; Spiehler, Vina R.; 
Martinez, Joe L., Jr.; Vasquez, Beatriz J.; McGaugh, James L. 
Dept. of Psychobiology, School of Biological Sciences, Univer- 
sity of California, Irvine, CA 92717 Memory, opiate receptors, 
and aging. Peptides. 1(Suppl. 1):197-201, 1980. 

Differences in retention of avoidance responses and in the 
Opiate antagonist effect were investigated in young and F344 
aged rats. Aged rats showed poorer retention of an inhibitory 
avoidance response, but showed better performance in an active 
avoidance response. The findings indicate that in some cases, 
the direction of the opiate antagonist effect created by naloxone 
administration depends upon age. With low footshock, naloxone 
either impairs or has no effect on retention in old Ss, but with 
high footshock, naloxone enhances the retention performance, 
indicating that age related changes in opioid systems may under- 
ly some behavioral differences between young and aged Ss. 
Opiate receptor bonding was then examined in vitro in various 
brain regions of young and old Ss. Analysis of dihydromorphine 
binding indicated that opiate receptor concentration in aged Ss 
is reduced in some brain regions, and that these changes are dif- 
ferent in aged male and female Ss. Studies of in vivo bindings of 
opiate receptors yielded relationships between receptor changes 
and differences in response to footshock in the flinch jump test. 
It is concluded that age related alterations in brain opioid 
system may be involved in changes in learning and memory 
processes that occur with senescence. These results with animal 
models are seen as having relevance to studies of neural systems 
that may underly memory impairments in aged humans. 31 ref- 
erences. (Journal abstract modified) 


004144 Jobe, Phillip C.; Ray, Tom B. Dept. of Pharmacology 
and Therapeutics, Louisiana State University School of Medi- 
cine, P. O. Box 33932, Shreveport, LA 71130 Effects of norepin- 
ephrine and 5-hydroxytryptamine reuptake inhibitors on electri- 
cally-induced spinal cord seizures in rats. Research Communica- 
po in Chemical Pathology and Pharmacology. 30(1):185-188, 
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In female Sprague-Dawley rats, the norepinephrine reuptake 
inhibitors nisoxetine and desipramine each exerted a suppressant 
effect on spinal cord seizures by decreasing the duration of tonic 
extension. In addition, desipramine increased the duration of 
tonic flexion and nisoxetine decreased the total duration of seiz- 
ure. None of these seizure components was affected by citalo- 
pram, an inhibitor of 5-hydroxytryptamine reuptake. Results 
suggest that spinal cord noradrenergic neurons, but not seroton- 
ergic neurons, act as attenuators of convulsive activity. 10 refer- 
ences. (Author abstract modified) 


004145 Jobe, Phillip C.; Woods, Thomas W.; Ray, Tom B. 
Dept. of Pharmacology and Therapeutics, Louisiana State Uni- 
versity School of Medicine, Shreveport, LA 71130 Effects of 
fluoxetine on electrically-induced spinal cord seizures in rats. Re- 
search Communications in Chemical Pathology and Pharmacol- 
ogy. 30(1):189-192, 1980. 


The effects of fluoxetine on electrically-induced spinal cord 
seizures were studied in female Sprague-Dawley rats. A 10mg/ 
kg i.p. dose of fluoxetine had no effect on spinal cord seizures 
or on 5-hydroxytryptamine (5-HT) reuptake, measured by 
changes in 5-hydroxyindoleacetic acid (5-HIAA) content. How- 
ever, a 20mg/kg dose significantly reduced 5-HIAA content 
without affecting seizure activity. Results indicate that 5-HT 
containing neurons in the spinal cord to do not modulate electri- 
cally-induced seizure activity. 5 references. (Author abstract 
modified) 


004146 Jones, Jeffrey G.; Richter, Judith A. Dept. of Pharma- 
cology, Indiana University School of Medicine, Indianapolis, IN 
46223 The site of action of naloxone in suppressing food and 
water intake in rats. Life Sciences. 28(18):2055-2064, 1981. 


The site of action of naloxone in suppressing food and water 
intake in rats was investigated by giving bilateral injections of 
15mcg/rat of naloxone into the lateral ventricles of cannulated, 
food and water deprived rats. This treatment caused a signifi- 
cant decrease in food but not water intake. Equal doses of na- 
loxone in the periphery did not produce behavioral changes. 
The data imply that naloxone exerts its effect on food intake at 
a central site. Subsequent experiments indicate that this central 
site of action is mediated by the vagus, and specifically by vagal 
efferents, since the effect was blocked by methylatropine. Re- 
sults also suggest that naloxone’s effect on water intake is medi- 
ated by a different mechanism than that involved with food 
intake. 39 references. (Author abstract modified) 


004147 Joshi, Vinita V.; Balsara, Jehangir J.; Jadhav, Jagdish 
H.; Chandorkar, Arwind G. Dept. of Pharmacology, V. M. 
Medical College, Solapur (Maharashtra) I-413003, India Effect 
of L-histidine and chlorcyclizine on ap ed climbing 
behaviour and methamphetamine stereotypy in mice. European 
Journal of Pharmacology. 69(4):499-502, 1981. 


Pretreatment with the histamine precursor L-histidine (850 
and 1000mg/kg i.p.) or the Hl-receptor blocker chlorcyclizine 
(25 and 50mg/kg i.p.) failed to modify apomorphine-induced 
climbing behavior in male albino mice. However, pretreatment 
with 850 or 1000mg/kg L-histidine antagonized stereotypy in- 
duced by methamphetamine. Pretreatment with 25mg/kg chlor- 
cyclizine potentiated the methamphetamine stereotypy. 10 refer- 
ences. (Author abstract modified) 


004148 Kamata, Katsuo; Okuyama, Shigeru; Kameyama, Tsu- 
tomu. Dept. of Chemical Pharmacology, Faculty of Pharmaceu- 
tical Sciences, Meijo University, Nagoya 468, Japan Effects of 
analgesics and CNS-acting drugs on struggling following repetitive 
stimulation of the tail, and flexor reflex to a single stimulation of 
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the sciatic nerve in rats. Japanese Journal of Pharmacology. 
30(3):357-366, 1980. 


The analgesic and muscle relaxant effects of several analgesics 
were evaluated in male Wistar rats. Struggling in response to re- 
petitive stimulation of the tail was used as a measure of pain re- 
sponse, and the flexor reflex response to a single stimulation of 
the sciatic nerve was used as a measure of spinal reflex activity. 
The 50% inhibitory doses for struggling and flexor reflex were 
(in mg/kg i.p.): morphine, 3.30 and 6.60, respectively; codeine, 
12.80 and 24.00; pentazocine, 7.80 and 12.20; indomethacin, 4.60 
and no effect; aspirin, 94.00 and no effect; baclofen, 1.04 and 
2.20; chlorpromazine, 2.45 and 0.75; diazepam, 0.45 and 0.86; 
and mephenesin, 36.00 and 32.00. 22 references. (Author ab- 
stract modified) 


004149 Kamei, C.; Oka, M.; Masuda, Y.; Yoshida, K.; Shimizu, 
M. Shimizu: Dept. of Pharmacology, Research Laboratories, 
Dainippon Pharmaceutical Co., Ltd., Suita-Shi, Osaka 564, 
Japan Effects of 3-sulfamoylmethyl-1,2-benzisoxazole (AD-810) 
and some antiepileptics on the kindled seizures in the neocortex, 
hippocampus and amygdala in rats. Archives Internationales de 
Pharmacodynamie et de Therapie. 249(1):164-176, 1981. 


The effects of 3-sulfamoylmethyl-1,2-benzisoxazole (AD-810) 
on kindled seizures in the neocortex, hippocampus, and amyg- 
dala of male Wistar rats were compared with those of clinically 
proven antiepileptics. Kindled seizures developed more rapidly 
in the amygdala than in the hippocampus and neocortex. Pheno- 
barbital, carbamazepine, dipropylacetate, phenytoin, and diaze- 
pam depressed neocortical kindled seizures. Phenobarbital and 
carbamazepine depressed hippocampal kindled seizures, but 
phenytoin and diazepam had little effect. Phenobarbital and dia- 
zepam markedly depressed amygdaloid kindled seizures, but 
phenytoin, carbamazepine, and dipropylacetate had only weak 
effects. AD-810 resembled carbamazepine, showing a depressant 
effect on neocortical and hippocampal kindled seizures but not 
amygdaloid kindled seizures. 16 references. (Author abstract 
modified) 


004150 Kanarek, Robin B.; Ho, Lap; Meade, Robert G. Dept. 
of Psychology, Tufts University, Medford, MA 02155 Sustained 
decrease in fat consumption produced by amphetamine in rats 
maintained on a dietary self-selection regime. Pharmacology Bio- 
chemistry and Behavior. 14(4):539-542, 1981. 


Total daily caloric intake and dietary self-selection of protein, 
fat, and carbohydrate were examined in female Sprague-Dawley 
rats given d-amphetamine sulfate (0.5, 1.0, or 2.0mg/kg i-p.). 
Animals had access to nutrients for a 6 hour period each day, 
and food intakes were measured 2 hours after food presentation 
and at the end of the 6 hour period. Dose related decreases in 
caloric intakes in animals maintained on a standard laboratory 
diet were similar to those in rats maintained on the dietary self- 
selection regime. In the latter group, protein and carbohydrate 
intakes were suppressed by all three drug doses during the ini- 
tial 2 hour measurement period but returned to control values 
by the end of the 6 hour period. Fat intake was initially sup- 
pressed by amphetamine and remained suppressed throughout 
the 6 hour measurement period. 14 references. (Author abstract 
modified) 


004151 Karczmar, Alexander G.; Kindel, Gisela H. Dept. of 
Pharmacology and Therapeutics, Loyola University Medical 
Center, Maywood, IL 60153 Acetylcholine turnover and aggres- 
sion in related three strains of mice. Progress in Neuro-Psycho- 
pharmacology. 5(1):35-48, 1981. 


Brain acetylcholine (ACh) turnover and brain ACh and cho- 
line levels were determined in CF-1, C57BL/6 By, and Balb-c- 
By mice after mild footshock and isolation. Baseline levels of 
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ACh and choline were lower in aggregated Balb-c-By mice than 
in the two other strains. ACh turnover in aggregated CF-1 mice 
was at least twice as high as that in the other two strains. The 
effects of shock, isolation, or shock combined with isolation on 
brain levels of ACh and choline were inconsistent. ACh turn- 
over was significantly decreased by shock or isolation in CF-1 
mice, but not in the other two strains. CF-1 mice were signifi- 
cantly more aggressive than the other two strains after isolation, 
shock, or both. Results are discussed in relation to the aggres- 
sive effect of muscarinic drugs and the antiaggressive effect of 
atropinic drugs. 38 references. (Author abstract modified) 


004152 Katz, Jonathan L. Laboratory of Psychobiology, Dept. 
of Psychiatry, Harvard Medical School, 25 Shattuck Street, 
Boston, MA 02115 Second-order schedules of intramuscular co- 
caine injection in the squirrel monkey: comparisons with food 
presentation and effects of d-amphetamine and promazine. Journal 
of Pharmacology and Experimental Therapeutics. 212(3):405- 
411, 1980. 


The effects of d-amphetamine and promazine on second-order 
schedules of intramuscular cocaine injection in the squirrel 
monkey were investigated. Squirrel monkeys pressed a key 
under second-order schedules of cocaine injection with a single 
im. injection at the end of a daily experimental session. A 
second group of squirrel monkeys responded under comparable 
schedules of food presentation. Under one schedule, each 10th 
response produced a | second visual stimulus; completion of the 
first fixed-ratio requirement after 30 minutes had elapsed pro- 
duced the stimulus and either a cocaine injection or food pres- 
entation. Under another schedule, the first response after each 3 
minutes had elapsed produced a 1 second visual stimulus; com- 
pletion of the 10th fixed-interval requirement produced the 
stimulus and either a cocaine injection or food presentation. 
When saline was substituted for cocaine or when food presenta- 
tions were omitted, response rates decreased; increasing the dose 
of cocaine or the amount of food beyond some minimum in- 
creased response rates. Administrations of d-amphetamine before 
sessions generally increased average response rates under both 
second-order schedules regardless of whether food or cocaine 
maintained responding. With cocaine injections confined to the 
end of the session, d-amphetamine and promazine affected co- 
caine maintained and food maintained responding in a similar 
manner. 34 references. (Author abstract modified) 


004153 Katz, R. J. Mental Health Research Institute, Dept. of 
Psychiatry, University of Michigan Medical Center, Ann Arbor, 
MI 48109 Possible muscarinic-cholinergic mediation of patterned 
aggressive reflexes in the cat. Progress in Neuro-Psychopharma- 
cology. 5(1):49-56, 1981. 


In a study of cholinergic influences on attack behavior, pat- 
terned aggressive reflexes (head turning, biting, and paw strik- 
ing) elicited by hypothalamic stimulation were examined in 
female cats. Cholinergic stimulation by intraventricular injection 
of arecoline facilitated the three reflexes, and cholinergic block- 
ade by intraventricular injection of scopalamine inhibited the re- 
flexes. Results suggest that cholinergic muscarinic receptors 
may mediate terminal (consummatory) behaviors in aggressive 
syndromes. 13 references. (Author abstract modified) 


004154 Katz, R. J.; Schmaltz, K. Mental Health Research Insti- 
tute, Dept. of Psychiatry, University Of Michigan Medical 
Center, Ann Arbor, Mi 48109 Reduction in opiate activation 
after chronic electroconvulsive shock -- possible role for endor- 
phins in the behavioral effects of convulsive shock treatment. (Un- 
published paper). Research Report, NIMH Grant 5R0O1-MH- 
31588, 1980. 10 p. 


To study the possible role of endorphins in the behavioral ef- 
fects of convulsive shock treatment, group housed adult male 
Sprague-Dawley rats received a series of four exposures to 
shock therapy or equivalent handling without shock (sham 
treatment). Twenty four hours after the final treatment, Ss were 
given vehicle or one of two doses of morphine intraperitoneally, 
and motor activity was assessed by remote sensing for 60 min- 
utes. A significant shift of the normal dose response curve to- 
wards the right was seen after electroshock. This may point to 
cross-tolerance between electroshock and opiates upon this be- 
havioral measure. The results are consistent with the hypothesis 
that endorphins may mediate certain aspects of electroshock. 
Some biochemical aspects of depression and its treatment are 
considered. 13 references. (Author abstract modified) 


004155 Katz, R. J.; Schmaltz, K. Mental Health Research Insti- 
tute, Dept. of Psychiatry, University of Michigan Medical 
Center, Ann Arbor, MI 48109 Behavioral interactions between 
opiate and drugs in the mouse. Neuropharmacology. 
20(4):375-379, 1981. 


The effects of sodium valproate, trimethadione, and taurine 
on behavioral activation induced by opiate or opioid compounds 
were studied in male Swiss-Webster mice. Morphine-induced in- 
creases in activity were facilitated by sodium valproate and tri- 
methadione, even though these drugs inhibited activity when 
given alone. Taurine had an inhibitory effect when given alone 
but did not interact with morphine. The effects of the three an- 
ticonvulsants on activation produced by central administration 
of D-ala2-leu-enkephali ide were similar to their effects on 
responses to morphine. Results demonstrate a behavioral inter- 
action between opiate and anticonvulsant drugs. 8 references. 
(Author abstract modified) 


004156 Katz, R. J.; Schmaltz, K. Mental Health Research Insti- 
tute, Dept. of Psychiatry, University of Michigan Medical 
Center, Ann Arbor, MI 48109 Contribution of social factors to 
opiate-induced activation in the mouse. Neuropharmacology. 
20(4):381-383, 1981. 


Adult male Swiss-Webster mice habituated singly or in 
groups of two, three, or four to test cages were injected with 
25mg/kg or 50mg/kg morphine sulfate or vehicle. Morphine in- 
creased behavioral activity and induced stereotyped forward lo- 
comotion. This motor response was disproportionately enhanced 
by the presence of conspecifics. Results suggest that morphine- 
induced activation of grouped animals reflects individual activa- 
tion responses as well as socia! factors. 8 references. (Author ab- 
stract modified) 


004157 Kendall, D. A.; Fox, D. A.; Enna, S. J. Enna: Dept. of 
Neurobiology and Anatomy, University of Texas Medical 
School, P.O. Box 20708, Houston, TX 77025 Effect of gamma- 
vinyl GABA on bicuculline-induced seizures. Neuropharmaco- 
logy. 20(4):351-355, 1981. 


Male ICR mice were treated with the GABA transaminase in- 
hibitor gamma-vinyl GABA (GVG) 4 or 24 hours before chal- 
lenge with convulsant doses of picrotoxin, bicuculline, strych- 
nine, or isoniazid. Brain GABA levels were 15 times higher 
than control 4 hours after 1500mg/kg GVG, and seizures in- 
duced by all the convulsants except bicuculline were attenuated 
significantly. In contrast, 24 hours after 1500mg/kg GVG when 
brain GABA was seven times higher than control, significant 
protection against bicuculline-induced seizures was observed 
while protection against the other agents had diminished great- 
ly. Bicuculline-induced seizures were reduced 4 hours after a 
1000mg/kg dose of GVG, which also yielded a sevenfold in- 
crease in brain GABA content. 19 references. (Author abstract 
modified) 
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004158 Kilpatrick, Ian C.; Starr, Michael S. Starr: Dept. of 
Pharmacology, School of Pharmacy, University of London, 29/ 
39 Brunswick Square, London WCIN 1AX, England Involve- 
ment of dopamine in circling responses to muscimol depends on 
intranigral site of injection. European Journal of Pharmacology. 
69(4):407-419, 1981. 


The intensity, direction, and dopamine dependence of circling 
behavior were determined in male Wistar rats after stereotaxic 
injections of 40ng muscimol (in 0.2mcl over 3 minutes) into var- 
ious regions of the substantia nigra (SN). Weak, haloperidol sen- 
sitive, ipsilateral postural or locomotor asymmetries were ob- 
tained from the rostral SN zona compacta (SNC), whereas 
robust, contraversive rotational behavior was elicited from the 
SN zona reticulata (SNR) and caudal SNC. Turning evoked 
from the central SNR was attenuated markedly by pretreatment 
with haloperidol (0.1mg/kg i.p.) or pimozide (0.25mg/kg i.p.) or 
6-hydroxydopamine lesions of the nigrostriatal dopaminergic 
pathway. Turning elicited from the lateral and ventral positions 
of the SNR was weakened significantly and not susceptible to 
dopaminergic blockade. Lower circling rates were obtained 
when the SNR injections were made rapidly (in 30 seconds), in 
a large volume (0.5mcl), or at a supramaximal dose (400ng). 50 
references. (Author abstract modified) 


004159 Koek, Wouter; Slangen, Jef L. Dept. of Psychology, 
University of Utrecht, Sorbonnelaan 16, NL-3508 TB Utrecht, 
The Netherlands Habituation of the the head-poke response: ef- 
fects of an amphetamine-barbiturate mixture, PLG and fenflura- 
mine. Psychopharmacology. 72(3):251-256, 1981. 


A mixture of amphetamine and amylobarbitone attenuated the 
habituation of exploratory behavior (head poke response) with- 
out influencing locomotion and rearing in male Wistar rats. The 
oxytocin fragment Pro-Leu-Gly-NH2 (PLG) increased locomo- 
tor activity without altering the course of habituation of the 
head poke response. The amphetamine/amylobarbitone mixture 
did not influence the stimulus specificity of habituation of the 
head poke response. Fenfluramine increased the effects of stimu- 
lus change on the head poke response without altering habitua- 
tion of the response. Results indicate that exploration can be dis- 
sociated pharmacologically from locomotor activity and that ha- 
bituation of exploratory behavior can be dissociated pharmaco- 
logically from stimulus specificity of habituation. 10 references. 
(Author abstract modified) 


004160 Kornetsky, Conan; Esposito, Ralph U. Boston Universi- 
ty School of Medicine, Division of Psychiatry, Laboratory of 
Behavioral Pharmacology, 80 E. Concord St., Boston, MA 
02118 Reward and detection thresholds for brain stimulation: dis- 
sociative effects of cocaine. Brain Research. 209(2):496-500, 1981. 


The effects of cocaine on both rewarding and detection 
thresholds for intracranial stimulation to the same brain sites in 
the same animals were determined. The drug caused a dissocia- 
tion in effects on the two types of brain stimulation. Detection 
threshold was elevated at doses of cocaine that lowered the 
reward threshold. If it is assumed that the detection threshold 
represents a functionally significant measure of sensitivity, then 
these data may indicate that the action of the drug on reinforce- 
ment levels is mediated at a site(s) other than the locus of stimu- 
lation. These and other results argue against a simple relation- 
ship between localization of drug action and the site of elec- 
trode tips. 10 references. (Author abstract modified) 


004161 Kryzhanovskiy, G. N.; Aliyev, M. N. Lab. obshchey 
patologii nervnoy sistemy, Institut obshchey patologii i patofi- 
ziologii AMN SSSR, Moskva, USSR /The pathogenesis of ster- 
eotypic behavior./ K patogenezu stereotipnogo povedeniya. 
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Zhurnal Nevropatologii i Psikhiatrii imeni S. S. Korsakova. 
79(9):1347-1355, 1979. 


The pathogenesis of stereotypic behavior was studied in rats 
using tetanus toxin, haloperidol, GABA, penicillin, picrotoxin, 
seduxen, aminalon, and lithium. Results show that the patho- 
genesis of stereotypic behavior is a chain process, consisting of a 
series of stages. The first stage is the disturbance of GABA in- 
hibitory control over dopamine secretion from the terminals of 
dark substance dopaminergic neurons terminating in the caudate 
nuclei. The second is the disinhibition of the hyperactivity of 
the dopamine mechanism of the caudate nuclei. The third is a 
change in the activity of the cholinergic neurons of the caudate 
nuclei under the influence of dopamine. Stereotypic behavior 
can occur when corresponding changes take place in only the 
last two stages of this process. These results also show that the 
condition of the serotonin and noradrenaline neuromediator sys- 
tems in the caudate nuclei can change stereotypic behavior in 
animals. 48 references. 


004162 Kryzhanovskiy, G. N.; Aliyev, M. N. Lab. obshchey 
patologii nervnoy sistemy, Institut obshchey patologii i patologi- 
cheskoy fiziologii AMN SSSR, Moskva, USSR /The complex 
specific pathogenetic therapy of the stereotypic behavior syndrome 
(an experimental study)./ Kompleksnaya spetsificheskaya pato- 
geneticheskaya terapiya sindroma stereotipnogo povedeniya 
(eksperimental’noye issledovaniye). Zhurnal Nevropatologii i 
Psikhiatrii imeni S. S. Korsakova. 80(2):225-231, 1980. 


The pathogenetic treatment of the stereotypical behavior syn- 
drome in rats is discussed based on the findings of a pharmaco- 
logical study. This syndrome was reproduced by destroying 
GABAergic control over the dopamine system in both caudate 
nuclei through microinjections of tetanus toxin into the rostral 
part of the neostriatum. Combined administration of lithium 
chloride, diazepam, and haloperidol in doses producing the 
minimal effect when the drugs were used alone evokes long- 
term inhibition of practically all signs of the stereotypic behav- 
ior syndrome. The results are discussed with regard to the role 
of hyperactive determinant structures in CNS pathology. The 
effect of dopamine on stereotypical behavior in animals is due to 
its direct effect on the restoration of disturbed inhibitory mecha- 
nisms in the determinant structure, its effect on the level of the 
neurons forming mediator inputs to the caudate nuclei, and also 
its effect on the system of output from the determinant structure 
to the designation stations. Haloperidol prevents dopamine hy- 
peractivity in stereotypical behavior, blocking the catechola- 
mine receptors. Lithium suppresses the activity of the catechola- 
minergic systems. 32 references. (Journal abstract modified) 


004163 Kryzhanovskiy, G. N.; Aliyev, M. N. Inst. of General 
Pathology and Pathological Physiology, Baltiyskaya 8, Moscow 
125315, USSR The stereotyped behavior syndrome: a new model 
and proposed therapy. Pharmacology Biochemistry and Behav- 
ior. 14(3):273-281, 1981. 


Bilateral microinjections of tetanus toxin (TT), penicillin, or 
picrotoxin into the rostral part of the caudate nucleus of male 
white rats (to induce local impairment of inhibitory GABAergic 
mechanisms) produced a stereotyped behavior syndrome. This 
syndrome was suppressed by haloperidol (i.p.) in a dose depend- 
ent manner. Stereotyped behavior induced by TT was sup- 
pressed by bilateral microinjection of GABA into the rostral 
part of the caudate nucleus. Lithium chloride and diazepam, ad- 
ministered i.p., were also able to suppress the stereotyped be- 
havior syndrome. Combined application of lithium, diazepam, 
and haloperidol in minimally effective doses resulted in more 
complete and longer lasting supression of the syndrome than 
separate use of these drugs. 46 references. (Author abstract 
modified) 


004167 


004164 Kulkarni, S. K.; Arzi, A.; Kaul, P. N. Dept. of Pharma- 
ceutical Sciences, Panjab University, Chandigarh-160014, India 
Modification of drug-induced catatonia and tremors by quipazine 
in rats‘-and mice. Japanese Journal of Pharmacology. 30(2):129- 
135, 1980. 


The serotonin agonist quipazine counteracted some of the 


_ drug-induced symptoms of pseudoparkinsonism in male Spra- 


gue-Dawley rats and Swiss-Webster mice. Quipazine prouced a 
dose dependent inhibition of the catatonia induced by perphena- 
zine and partially blocked tremors induced by nicotine and tre- 
morine. Harmine-induced tremors were potentiated by quipa- 
zine. Studies of the effects of quipazine combined with other an- 
tiparkinson agents such as scopolamine, diphenhydramine, and 
amatadine indicated that cholinergic, dopaminergic, and hista- 
miriergic receptors play an important role in the manifestation 
of parkinsonian symptoms. 24 references. (Author abstract 
modified) 


004165 Kuribara, Hisashi; Tadokoro, Sakutaro. Division for 
Behavior Analysis, Behavior Research Institute, School of 
Medicine, Gunma University, 3-39-22 Showa-machi, Maebashi 
371, Japan Schedule dependent change of punished responding 
after. diazepam in rats. Japanese Journal of Pharmacology. 
30(2):264-268, 1980. 


The effect of diazepam on conditioned response suppression 
was studied in male Wistar rats on a fixed-ratio 30 schedule of 
food or water reinforcement. Results indicated that diazepam 
specifically increased punished responding, without affecting 
discriminative ability. 13 references. 


004166 Lazarova, M.; Roussinov, K.; Kleinrok, Z.; Rajtar, G. 
Institute of Physiology, Bulgarian Academy of Sciences, acad. 
G. Bonchev st. bl. 1, 1113 Sofia, Bulgaria On some relationships 
between GABA-ergic and 5-HT-ergic mechanisms in pentylenete- 
trazol convulsive-seizure reactions. Agressologie. 21(5):253-257, 
1980. 


The effect of various drugs in controlling pentylenetetrazol 
induced seizures in rats and the relationship between the 
GABA-ergic and 5-HT-ergic systems and these seizures were 
studied. Various doses of GABA, 5-HTP, aminooxyacetic acid 
(AOAA), para-chlorophenylalanine (PCPA), and di-n-propyla- 
cetate (DPA) were injected intraperitoneally before subcutane- 
ous injection of 80mg/kg pentylenetetrazol (PTZ). Results show 
that in doses which markedly increase the brain level of GABA, 
DPA 250mg/kg, AOAA 20mg/kg, GABA 1000mg/kg, and 5- 
HTP 200mg/kg inhibited the seizure reactions, but PCPA in- 
creased the seizures. A combination of GABA, DPA, or 
AOAA with 5-HTP increased the inhibitory effect. GABA and 
GABA-ergic agents reverse the seizure increasing effect of 
PCPA. These results suggest that the GABA-ergic and 5-HT- 
ergic systems exert a synergic, inhibitory effect on the PTZ 
convulsive seizure reactions. Activation of the GABA-ergic 
system (by increasing the brain level of GABA) could function- 
ally compensate the PCPA decreased activity of the 5-HT-ergic 
system. 23 references. (Author abstract modified) 


004167 Lerer, B.; Ebstein, R. P.; Felix, A.; Belmaker, R. H. 
Belmaker: Jerusalem Mental Health Center - Ezrath Nashim, 
P.O. Box 140, Jerusalem, Israel Lithium amelioration of reser- 
pine-induced hypoactivity in rats. International Pharmacopsy- 
chiatry. 15(6):338-343, 1980. 


The effects of lithium on hypoactivity induced by moderate 
and high doses of reserpine were studied in rats. Oral lithium 
pretreatment for 19 days significantly prevented the behavioral 
immobility induced by moderate doses of reserpine. High doses 
of reserpine overwhelmed the lithium effect. The data confirm 


behavioral test of lithiumlike sctvity in ani 
screening and possible development of 
lithiumlike compounds. 10 references. (Author abstract 


004168 Loscher, W. Lab. of Pharmacology and Toxicology, 
School of Veterinary Medicine, Free University Berlin, Koser- 
strasse 20, D-1000 Berlin 33, West Germany Anticonvulsant ac- 
tivity of metabolites of valproic acid. Archives Internationales de 
Pharmacodynamie et de Therapie. 249(1):158-163, 1981. 


The effects of eight metabolites of valproic acid (VPA) on 
the thresholds for maximal electroconvulsion and pentetrazole 


cf cites of 
therapy in humans. 10 references. (Author ab- 
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Chicago, 947 East 58th St., Chicago, IL 60637 
administration on locomotor 
and serotonin in neonatal and adult rats. (Unpublished 
). Research Report, NIMH Grant 5K05-MH-10562, 1979. 


serotonin were investigated in neonatal 
determine the nature of the behavioral conse- 


in locomotor activity that normally occurs 
day 15. Administration on day 12 also shifted the occur- 
of the peak to a later age. Administration at later ages 

increases in locomotor activity when first measured 
the day after the injection, but not thereafter. The increases 
locomotor activity in pups were obtained after depletions of 
serotonin that produced no effects on locomotion in adults. In 


Pups were uniformly active throughout the session 
and PCA produced no effect on the distribution of activity. Ad- 
ministration to pups produced an age dependent decrease in ser- 
otonin levels, but administration on day 24 did not produce as 
great a permanent depletion as did administration in adults. Ex- 
amination of the short-term effects in 12-day-old Ss revealed a 
large initial depletion of serotonin, followed by a rapid recovery 


MD 21201 Effects of LAAMO @ on mor- 
in the rat. Psychopharmacology. 
73(1):12-16, 1981 
The effects of 


dered tolerant to and physically dependent on morphine and 
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subsequently trained to self-administer morphine through a 
chronic intravenous cannula. Once morphine intake had stabi- 
lized, LAAM was administered noncontingently via a chronic 
intragastric (IG) cannula as a single daily dose of either Img/kg 
or 4mg/kg. These morphine self-administering rats were main- 
tained on daily LAAM treatment for 12 consecutive days. Anal- 
ysis of the patterns of lever pressing, morphine self-injections, 
and sleep/awake behavior revealed that daily IG administration 
of LAAM effectively suppressed morphine self-administration. 
The dose related reduction in morphine self-administration oc- 
curred in the absence of overt signs of narcotic withdrawal, be- 
havioral toxicity, or disruption of sleep/awake behavior in these 
rats. Termination of LAAM maintenance resulted in a gradual 
return of lever pressing and morphine intake to preLAAM 
levels. 36 references. (Author abstract modified) 


004171 Lyness, W. H.; Moore, K. E. Dept. of Pharmacology 
and Therapeutics, Texas Tech. University School of Medicine, 
Lubbock, TX 79430 Destruction of 5-hydroxytryptaminergic neu- 
rons and the dynamics of dopamine in nucleus accumbens septi 
and other forebrain regions of the rat. Neuropharmacology. 
20(4):327-334, 1981. 


The effects of 5,7-dihydroxytryptamine (5,7-DHT) induced 
destruction of 5-hydroxytryptamine (5-HT) neurons on sponta- 
neous and drug stimulated locomotor activity were studied in 
male Sprague-Dawley rats. Injection of 5,7-DHT into the lateral 
cerebral ventricle of rats pretreated with desipramine reduced 
the levels of 5-HT but not norepinephrine or dopamine (DA) 
levels in the forebrain regions. Bilateral injections of 5,7-DHT 
into the nucleus accumbens septi (NAS) of desipramine pretreat- 
ed rats selectively depleted 5-HT only from the NAS. In both 
groups of 5-HT depleted animals, exploratory locomotor activi- 
ty and locomotor stimulation induced by d-amphetamine or apo- 
morphine were enhanced. The behavioral changes observed 
after destruction of 5-HT nerve terminals were not associated 
with changes in the activity of the major ascending dopaminer- 
gic systems. 38 references. (Author abstract modified) 


004172 Marangos, Paul J.; Martino, Andrea M.; Paul, Steven 
M.; Skolnick, Philip. Clinical Psychobiology Branch, NIMH, 
Building 10, Room 48239, 9000 Rockville Pike, Bethesda, MD 
20205 The benzodiazepines and inosine antagonize caffeine-in- 
duced seizures. Psychopharmacology. 72(3):269-273, 1981. 


The effects of benzodiazepines and purines on caffeine in- 
duced seizures were examined in male C3H/HEN mice. Sei- 
zures induced by caffeine were qualitatively indistinguishable 
from those induced by pentylenetetrazol (PTZ), and pretreat- 
ment with low doses of caffeine potentiated PTZ induced sei- 
zures. Benzodiazepines inhibited caffeine induced seizures with a 
rank order of potency that parallels their affinities for the CNS 
benzodiazepine receptor in vitro. Inosine, a purine that acts as a 
competitive inhibitor of 3H-diazepam binding in vitro, antago- 
nized caffeine induced seizures; 7-methyl-inosine, a purine that 
lacks receptor binding inhibitory activity, had no effect on sei- 
zures. Results suggest that caffeine may exert some of its effects 
at the level of the benzodiazepine receptor and that purinergic 
modulation of benzodiazepine receptor status may be involved 
in seizure generation. 26 references. (Author abstract modified) 


004173 Marcais, Helene; Bonnet, Jean Jacques; Costentin, Jean. 
Lab. de Pharmacodynamie & Physiologie, UER de Medecine & 
Pharmacie de Rouen, Ave. de l'Universite, F-76800 Saint 
Etienne du Rouvray, France Evidence for sedative effects of low 
doses of morphine in mice involving receptors insensitive to nalox- 
one. Life Sciences. 28(24):2737-2742, 1981. 


Evidence for sedative effects of low doses of morphine in 
mice involving receptors insensitive to naloxone is described. 


04 
004168 
previous results that lithium pretreatment can prevent the de- 
pressant effects of biogenic depletion in mammals, extend such 
findings from mice to rats, and show that the effect is unlikely 7 
to be 
simpl 
mals 
new 4 
modified) 
convulsions were tested in male NMRI mice. All the metabo- ; 
lites significantly elevated the convulsive thresholds, but none ; 
was as potent 
responsible for 
chronic VPA x 
stract modified) 
Seid 
Univ 
The 

The effects of p-chloroamphetamine (PCA) administration on 4 
and adult rats to 
quences of this drug. Administration on days 9 or 12 of life ae 
highest dose, and the decrease resulted from an enhancement of " 
the normal decline in locomotor activity as the 1 hour session : 
in the caudate and telecephalon. There was a good correspond- 
ence in adults between serotonin levels and locomotor activity. 
In pups, the correspondence was less clear. 23 references. 
(Author abstract modified) 
phine self-administration in the rat were investigated. Rats bear- ee 
ing cerebrocortical electrodes for recording EEG were ren- 
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Low doses of morphine decrease in a dose dependent manner 
spontaneous climbing behavior in mice. This effect is not modi- 
fied by administration of naloxone at doses up to 1.25mg/kg. 
These morphine doses do not modify the locomotor activity 
but, when they are associated with naloxone, an obvious inhibi- 
tion occurs. In rats, a hyperactivity follows the akinesia pro- 
duced by a morphine administration. This hyperactivity is 
changed into a significant hypokinesia when the animals are 
treated with naloxone. These results might reveal a dual effect 
of low doses of morphine, the excitatory effect of morphine 
being antagonized by naloxone whereas no action on the seda- 
tive effect is observed. 16 references. (Author abstract modified) 


004174 Mashkovskiy, M. D.; Andrejeva, N. I. Laboratory of 
Pharmacology, All-Union Chemical-Pharmaceutical Research 
Institute, Zubovskaya ul. 7, Moskva, USSR Pharmacological 
properties of 2,3,3a,4,5,6-Hexahydro-8-methyl-1H-pyrazino(3,2,1- 
j,k) carbazol hydrochloride (pirlindole), a new antidepressant. 
Arzneimittel-Forschung. 31(1):75-79, 1981. 


The pharmacological properties are discussed of 2,3,3a,4,5,6- 
hexahydro-8-methyl-1H-pyrazino(3,2,1-j,k)carbazol hydrochlo- 
ride (pirlindole), which is one of the more effective pyrazinoin- 
dole derivatives that have been synthesized. Data are provided 
for the following experimental parameters concerning pirlindole: 
acute toxicity; antagonism to reserpine induced hypothermia and 
antagonism of tetrabenazine induced ptosis in mice; potentiation 
of d,l-amphetamine induced stereotyped behavior in rats; influ- 
ence on L-dopa induced hypothermia and influence on apomor- 
phine induced hypothermia in mice; potentiation of 5-HTP in- 
duced head twitch in mice; potentiation of tryptamine induced 
clonic seizures in the rat; effects on adrenaline, noradrenaline, 
tryptamine, and serotonin hypertensive response in anesthetized 
dogs; influence on oxotremorine induced hypothermia in mice; 
effect on barbiturate sleeping time in rats; effects on blood pres- 
sure of anesthetized cats; inhibition of MAO activity; and effect 
on noradrenaline uptake in the isolated rat’s heart and on H77/ 
77 uptake in noradrenaline neurons. Pirlindole was found to: an- 
tagonize the depressant effects of reserpine and tetrabenazine; 
potentiate the central effects of amphetamine and L-dopa; en- 
hance the head twitch effect of 5-hydroxytryptophan; enhance 
the effects of noradrenaline, adrenaline, serotonin, and tyramine 
on blood pressure; enhance the hypertensive and tremor activi- 
ties of tryptamine; inhibit the neuronal uptake of noradrenaline; 
and exert reversible, short lasting anti-MAO activity. Pirlindole 
does not possess anticholinergic activity, and clinical trials have 
shown pirlindole to be effective as an antidepressant drug. 20 
references. (Journal abstract modified) 


004175 McGuire, Patricia S.; Seiden, Lewis S. Seiden: Univer- 
sity of Chicago, Dept. of Pharmacological and Physiological 
Sciences, 947 E. 58th St., Abbott Hall, Chicago, IL 60637 The 
effects of tricyclic antidepressants on performance under a differ- 
ential-reinforcement-of-low-rates schedule in rats. Journal of 
Pharmacology and Experimental Therapeutics. 214(3):635-641, 
1980. 


The effects of tricyclic antidepressants on performance under 
a differential reinforcement of low rates schedule were investi- 
gated in rats. Doses of 2.5mg/kg to 10.0mg/kg of imipramine 
and desmethylimipramine decreased response rate and increased 
reinforcement rate. The interresponse time (IRT) distributions at 
these doses showed a suppression of IRTs shorter than 18 sec- 
onds and an increase in IRTs longer than 18 seconds. Higher 
doses of imipramine and desmethylimipramine decreased re- 
sponse rate as well as reinforcement rate. To determine whether 
the decrease in response rate and increase in reinforcement rate 
seen with imipramine and desmethylimipramine was related to 
their anticholinergic properties, scopolamine, a cholinergic 
blocking agent, was also tested. Unlike the other drugs, scopol- 


amine increased response rate, decreased reinforcement rate, and 
increased IRTs shorter than 18 seconds. 33 references. (Author 
abstract modified) 


004176 McKearney, James W. Worcester Foundation for Ex- 
perimental Biology, Shrewsbury, MA 01545 Individual differ- 
ences in effects of tricyclic antidepressants and anticholinergic 
drugs on operant behavior in the squirrel monkey. Life Sciences. 
28(18):2049-2054, 1981. 

Individual differences in the effects of tricyclic antidepres- 
sants and anticholinergic drugs on operant behavior in the squir- 
rel monkey were investigated. Amitriptyline was the most 
potent of the drugs studied, and nortriptyline, imipramine, 
chlorimipramine, and desmethylimipramine produced increases 
at higher doses. There was a close correspondence between the 
effects of amitriptyline and those of atropine in individual Ss. 
The monkeys showing increases in responding with amitripty- 
line also showed the most marked increases with atropine, and 
those showing no increases with amitriptyline also showed no 
increases with atropine. Interindividual differences in the effects 
of acutely administered tricyclic antidepressant drugs may be 
mediated by differential sensitivities of the monkeys to the anti- 
muscarinic properties of these drugs. 14 references. (Author ab- 
stract modified) 


004177 Messing, Rita B.; Jensen, Robert A.; Vasquez, Beatriz 
J.; Martinez, Joe L., Jr.; Spiehler, Vina R.; McGaugh, James L. 
Dept. of Psychobiology, University of California, Irvine, CA 
92717 Opiate modulation of memory. (Unpublished paper). Re- 
search Report, NIMH Grant 5RO1-MH-12526, 1980. 23 p. 


Evidence is presented that endogenous opioid systems are in- 
volved in memory storage processes. Research indicates that re- 
tention performance of rats is changed following posttraining 
administration of morphine, naloxone, or naltrexone. The 
memory modulatory effects of these drugs occurred only within 
a narrow dosage range, suggesting that these effects are mediat- 
ed by mu-receptors. Additional findings indicate that: 1) the 
qualitative effects of these drugs on memory are highly time de- 
pendent; 2) the drugs all improve retention performance when 
given in equally divided doses immediately and 30 minutes after 
training; 3) a single administration of morphine immediately 
posttraining or of naloxone 30 minutes after training impairs ren- 
tention performance; 4) the similar effects of an opiate agonist 
and opiate antagonist on memory may be due to their common 
action of displacing endogenous peptides from receptor sites; 5) 
the time dependence of the drug effects may be caused by drug 
interactions with endogenous neurohumors which change as a 
function of time after a stressful experience; and 6) alternatively, 
a single neurochemical manipulation may result in different 
functional effects if it occurs at different times in the process of 
memory consolidation. 30 references. (Author abstract modified) 


004178 Meyerson, Bengt J. Dept. of Medical Pharmacology, 
University of Uppsala, Biomedicum, Box 573, S-751 23 Uppsala, 
Sweden Comparison of the effects of beta-endorphin and mor- 
phine on exploratory and socio-sexual behaviour in the male rat. 
European Journal of Pharmacology. 69(4):453-463, 1981. 


Intracerebral injection of Smcg beta-endorphin or morphine in 
male Sprague-Dawley rats decreased exploratory activity and 
sociosexual approaches in tests with a sexually receptive female 
rat or a castrated male rat as stimulus object. At lower doses 
(0.5 to 1.0mcg), beta-endorphin had a selective inhibitory effect 
on copulatory behavior, but morphine caused general depression 
of both social and sexual behaviors. In contrast to morphine, 
beta-endorphin increased amicable social contacts at a dose 
(Imcg) that decreased sexual responses. Results suggest that 
beta-endorphin may influence mechanisms implicated in percep- 


tion or interpretation of environmental stimuli and that mor- 
phine and in may act in different brain areas or on 


beta-endorphin 
different receptors. 17 references. (Author abstract modified) 


004179 Minchin, R. F.; Ilett, K. F.; Madsen, B. W. Dept. of 
Pharmacology, University of Western Australia, bmn 
Western Australia, 6009 Australia Effect of d th 

on tissue distribution and anorectic activity of diengheatension 
in rats. Life Sciences. 28(17)1931-1938, 1981. 

The anorectic effect and tissue distribution of chlorphenter- 
mine (CP) have been measured in the presence and absence of 
desmethylimipramine (DMI) in rats, following the finding that 
DMI is a potent displacer of CP from lung tissue in vitro. CP 
decreased the rate of eating without affecting onset of eating. 
DMI caused dose related changes in CP induced anorexia; Smg/ 
kg DMI inhibited the effects of CP while 7.5mg/kg DMI 
caused potentiation of CP. DMI significantly decreased CP con- 
centrations in lung tissue and increased concentrations in brain, 
liver, and blood for up to 4 hours after treatment, but did not 
affect kidney or skeletal muscle levels. The CP tissue concentra- 
tion time profiles for liver, brain, and kidney were significantly 
different in the presence and absence of DMI, suggesting non- 
linear kinetics, probably due to saturable tissue binding. Using a 
simple model to describe eating behavior, the increased anorexia 
was found to be linearly related to the higher brain levels of CP 
seen in the presence of DMI. 23 references. (Author abstract 
modified) 


004180 Montgomery, Tony; Willner, Paul. Willner: Dept. of 
Psychology, City of London Polytechnic, Old Castle Street, 
London El 7NT, England Effects of subchronic desmethylimi- 
pramine (DMI) treatment of the classically conditioned eyeblink 
response in rabbits. Communications in Psychopharmacology. 
4(6):519-525, 1980. 


The effect of subchronic d hylimipramine (DMI) treat- 
ment on classically conditioned eyeblink response was investi- 
gated in the rabbit. In the period following 2 weeks’ treatment 
with this tricyclic antidepressant, rabbits were resistant to ex- 
tinction of the conditioned eyeblink response. The effect was 
not seen during continued DMI treatment, or in animals with 
prior experience of extinction. Shock thresholds in DMI with- 
drawal did not differ from those of controls. DMI treatment did 
not affect initial acquisition of the response, but drugged animals 
did show increased responding on the first conditioning session 
following rest days or extinction sessions. The results extend 
previous observations of increased resistance to extinction of in- 
strumental behavior in rats withdrawn from DMI. 10 references. 
(Author abstract modified) 


004181 Morley, John E.; Levine, Allen S.; Prasad, Chandan. 
Neuroendocrine Research Laboratory, Minneapolis V.A. Medi- 
cal Center, Minneapolis, MN 55417 Histidyl-proline diketopiper- 
azine decreases food intake in rats. Brain Research. 210(1-2):475- 
478, 1981. 


Intracerebroventricular administration of histidyl-proline dike- 
topiperazine suppressed food intake during stress induced eating, 
during starvation induced eating, and over an 8 hour period of 
spontaneous eating in male Sprague-Dawley rats. Other cyclic 

ines failed to alter food ingestion. The suppressive effect 
of histidyl-proline diketopiperazine was antagonized by the en- 
kephalin analogue D-ala-met-enkephalin. It is suggested that the 
two compounds may exert their mutually antagonistic effects on 
appetite regulation by modulation of dopamine metabolism. His- 
tidyl-proline diketopiperazine may be the metabolically active 
compound responsible for the satiety observed after administra- 
tion of thyrotropin releasing hormone. 19 references. (Author 
abstract modified) 
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004182 Moss, D. E.; Rogers, J. B.; Deutsch, J. A.; Salome, R. 
R. Dept. of Psychology, University of Texas, El Paso, TX 
79968 Time dependent changes in anterograde scopolamine-in- 
duced amnesia in rats. Pharmacology Biochemistry and Behav- 
ior. 14(3):321-323, 1981. 


Holtzman rats were trained on a Y-maze brightness discrimi- 
nation task 20 minutes after i.p. injection of 2mg/kg scopol- 
amine hydrobromide, an anticholinergic agent. Deficits in reten- 
tion performance were seen 1 day and 2 weeks after training, 
but not at 4 or 6 weeks after training. Animals given the cholin- 
esterase inhibitor physostigmine (0.5mg/kg) 20 minutes before 
retention testing also showed deficits at the first two test peri- 
ods, but not at the latter two sessions. Scopolamine methyl ni- 
trate did not induce amnesia, nor did scopolamine hydrobro- 
mide administered immediately after training. Results suggest 
that the presence of scopolamine in the CNS during training 
modifies the formation of the memory trace in such a way that 
memory is not available for recall for a period of weeks. 11 ref- 
erences. (Author abstract modified) 


004183 Murphy, Michael R. Laboratory of Brain Evolution 
and Behavior, NIMH, Box 289, Poolesville, MD 20837 Metha- 
done reduces sexual performance and sexual motivation in the 
male Syrian golden hamster. Pharmacology Biochemistry and 
Behavior. 14(4):561-567, 1981. 


Methadone (1, 2, 4, 8, and 16mg/kg) caused a dose related de- 
cline in the sexual performance and sexual motivation of male 
Syrian golden hamsters. The debilitating effect of methadone 
was selective for sexual behavior, since a 16mg/kg dose com- 
pletely eliminated sexual behavior without altering ambulatory 
activity. Naltrexone was able to prevent and reverse the effects 
of methadone. Results indicate that the male hamster is a good 
model for studies of opiate induced sexual dysfunction. These 
findings also support the hypothesis that endogenous opiates 
may be involved in the regulation of sexual behavior. 26 refer- 
ences. (Author abstract modified) 


004184 Nagy, J. I.; Emson, P. C.; Iversen, L. L. MRC Neuro- 
chemical Pharmacology Unit, Medicai Research Council 
Centre, Medical School, Hills Road, Cambridge, England A re- 
evaluation of the neurochemical and antinociceptive effects of in- 
trathecal capsaicin in the rat. Brain Research. 211(2):497-502, 
1981. 


The effects of intrathecal administration of capsaicin on ther- 
mal nociceptive threshold and on levels of substance-P, soma- 
tostatin, and glutamic acid decarboxylase in the dorsal horn of 
the spinal cord were studied in male Sprague-Dawley rats. Re- 
sults were not consistent and suggested that intrathecal capsaicin 
may have induced nonspecific damage to the spinal cord. 22 ref- 
erences. (Author abstract modified) 


004185 Nakamura, Hideo; Ishii, Katsumi; Yokoyama, Yuichi; 
Motoyoshi, Satoru; Natsuka, Kagayaki; Shimizu, Masanao. Shi- 
mizu: Research Laboratories, Dainippon Pharmaceutical Co., 
Ltd., 33-94 Enoki, 564 Suita/Osaka, Japan Analgesic and other 
pharmacological activities of a new narcotic antagonist analgesic 
1 phenylethyl)- 
piperazine and its enantiomorph in experimental animals. Journal 
of Pharmacy and Pharmacology. 32(9):635-642, 1980. 


The stereoselectivity of 1-cyclohexyl-4-(2-(3-hydroxypheny])- 
1-phenylethyl)piperazine (I) and its 1-(3-methyl-2-butenyl) de- 
rivative (II) was demonstrated in laboratory animals. The S()- 
isomers of both compounds were analgesically more active than 
their R(-)-isomers or racemates and were 15 to 55 times as 
potent as morphine in ddN mice and Wistar rats. The R(-)- 
isomer of compound II showed analgesic potency comparable 
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to that of pentazocine in mice, rats, and dogs and was nearly 
equipotent to pentazocine in reversing some actions of mor- 
phine. The amount of naloxone required to reverse the analgesic 
activity of the R(-)-II was about 10 times that required to an- 
tagonize the S()-isomers of compounds I and II, morphine, or 
pentazocine. The S()-isomers and racemates produced a Straub 
tail reaction and increased spontaneous locomotor activity in 
mice, but the R(-)-isomers did not. R(-)-II had no significant 
physical dependence liability in mice, rats, or rhesus monkeys 
and may be a useful narcotic antagonist analgesic. 57 references. 
(Author abstract modified) 


004186 Namba, Mike M. Quock, Raymond M.; Malone, 
Marvin H. Physiology/Pharmacology Unit, School of Pharma- 
cy, University of the Pacific, Stockton, CA 95211 Effects of nar- 
cotic antagonists on L-dopa reversal of reserpine-induced catalep- 
sy and blepharoptosis in mice. Life Sciences. 28(14):1629-1636, 
1981. 


The effects of narcotic antagonists on L-DOPA reversal of 
reserpine induced catalepsy and blepharoptosis in mice were in- 
vestigated. Reserpine induced catalepsy and blepharoptosis in 
mice which were readily reversed by the administration of L- 
DOPA. The administration of the pure narcotic antagonists na- 
loxone and naltrexone significantly potentiated L-DOPA rever- 
sal of reserpine induced catalepsy. Lower doses of the narcotic 
antagonists did not significantly alter this reversal. The L- 
DOPA reversal of blepharoptosis was not significantly altered 
by either naloxone or naltrexone. These results indicate that 
while opiate receptors may be involved in L-DOPA reversl of 
catalepsy, they may not have a role in the alteration of blephar- 
optosis. 18 references. (Author abstract modified) 


004187 Nazzaro, J. M.; Seeger, T. F.; Gardner, E. L. Gardner: 
Dept. of Psychiatry, Forchheimer Bldg. G54, Albert Einstein 
College of Medicine, 1300 Morris Park Ave., Bronx, NY 10461 
Morphine differentially affects ventral tegmental and substantia 
nigra brain reward thresholds. Pharmacclogy Biochemistry and 
Behavior. 14(3):325-331, 1981. 


The effects of morphine and naloxone on intracranial self- 
stimulation (ICSS) were studied in male Sprague-Dawley rats 
with electrodes in the substantia nigra pars compacta (A-9) and 
the ventral tegmentum (A-10). ICSS thresholds of rats with 
electrodes in the A-9 nucleus were not altered by acute mor- 
phine (5.0mg/kg), but grew progressively larger with each day 
of morphine treatment. This threshold elevation was not re- 
versed by naloxone given 0.5 hours after the final morphine 
treatment on day 5. Acute morphine significantly lowered ICSS 
thresholds in rats with A-10 electrodes, and tolerance to this fa- 
cilitatory effect developed with chronic administration. Nalox- 
one attenuated the lowering of ICSS threshold induced by 
opiate administration in animals with A-10 electrodes. Results 
suggest that opiates act specifically on brain systems subserving 
reward and reinforcement. They also suggest that the mesolim- 
bic/mesocortical system may be involved in mediating the re- 
warding properties of morphine. 56 references. (Author abstract 
modified) 


004188 Neff, N. H.; Gentleman, S.; Parenti, M.; Commissiong, 
J. W. Laboratory of Preclinical Pharmacology, NIMH, Saint 
Elizabeths Hospital, Washington, DC 20032 Dopaminergic neu- 
rons of spinal cord: a possible site for the action of neuroleptic 
drugs. In: Usdin, E., Enzymes and neurotransmitters in mental 
disease. Chichester, England, John Wiley & Sons, 1980. 650 p. 
(p. 37-43). 


The role of dopaminergic neurons in the spinal cord in 
normal spinal mechanisms, spinal pathology, and response to 
drugs is discussed. Studies in rats indicate that some of the dop- 


619 


maminergic neurons in spinal cord originate in the substantia 
nigra and enter the cord uncrossed. One of the receptors for do- 
pamine (DA) in spinal cord may be an adenylate cyclase system 
similar to the cyclase system of the striatum. After transection 
of the spinal cord, the DA/adenylate cyclase becomes supersen- 
sitive to DA. It is suggested that the dopaminergic system of 
spinal cord may be implicated in the motor disturbances of Par- 
kinson’s disease and in the dyskinesia induced by treatment with 
neuroleptic drugs. 10 references. 


004189 Nicholson, A. N.; Wright, Catherine M. Royal Air 
Force Institute of Aviation Medicine, Farnborough, Hampshire, 
England ()-6-Fluorotryptophan, an inhibitor of tryptophan hy- 
droxylase: sleep and wakefulness in the rat. Neuropharmacology. 
20(4):335-339, 1981. 


Sleep and wakefulness were studied in male Wistar rats after 
i.p. injection of 100mg/kg 6-fluorotryptophan (6-FT), an inhibi- 
tor of brain tryptophan hydroxylase. Wakefulness increased and 
REM and non-REM sleep decreased for 3 hours after injection. 
The time course of these effects suggested that the activity of 6- 
FT may be related closely to the turnover of 5-hydroxytrypta- 
mine. 17 references. (Author abstract modified) 


004190 Nikoletseas, Michael M. Deree, American College of 
Greece, P.O. Box 18, Aghia Paraskevi, Attiki, Greece Activity 
and catch-up growth in hypothyroid rats. Pharmacology Bio- 
chemistry and Behavior. 14(4):443-446, 1981. 


Wheel activity and growth were examined in hypothyroid 
male Sprague-Dawley rats. Hypothyroidism was induced by 
feeding young adult rats a chow diet supplemented with pro- 
pylthiouracil (PTU, 0.1% by weight) for 43 days. The wheel ac- 
tivity of the PTU treated rats did not differ significantly from 
that of euthyroid controls fed ad lib, but was significantly lower 
than that of pair fed controls. Bodyweight was significantly 
lower than that of euthyroid ad lib fed controls. Active PTU 
rats weighed more than pair fed active rats, but nonactive PTU 
rats weighed less than nonactive pair fed controls. Bodyweight 
and tibia length of PTU treated rats 75 days after PTU was dis- 
continued were significantly lower than those of euthyroid rats 
fed ad lib, but did not differ from that of pair fed animals. It is 
suggested that the growth arrest observed in early hypothyroi- 
dism is partially due to factors nonspecific to thyroxine absence, 
such as hypophagia. 27 references. (Author abstract modified) 


004191 Nomura, Yasuyuki; Segawa, Tomio. Department of 
Pharmacology, Inst. of Pharmaceutical Sciences, Hiroshima 
University School of Medicine, Kasumi, Hiroshima 734, Japan 
Developmental change in rearing response to atropine in rats 
treated with 6-hydroxydopa. Japanese Journal of Pharmacology. 
30(1):109-112, 1980. 


Rearing responses to atropine were studied in developing 
Wistar rats treated with 6-OHDOPA at birth. Atropine stimulat- 
ed rearing in 23-day-old control rats, but not in 15-day-old, 18- 
day-old, or 20-day-old animals. Neonatal treatment with 6- 
OHDOPA potentiated the atropine stimulation or rearing in 23- 
day-old rats, but did not alter the adult response to atropine. 14 
references. 


004192 Ohmori, Kenji; Yamanami, Sadayoshi; Shuto, Katsui- 
chi; Marumo, Hirofuto. Pharmaceuticals Research Laboratory, 
Kyowa Hakko Kogyo Co. Ltd., 1188 Nagaizumicho, Shizuoka 
411, Japan Effect of sodium dipropylacetate on conflict behavior 
in rats. Japanese Journal of Pharmacology. 30(6):925-927, 1980. 


The effects of sodium propylacetate (DPA), diazepam, and di- 
phenylhydantoin on conflict behavior in male Wistar rats were 
compared. The drugs were administered orally, and the 3 


minute conflict schedule was alternated with a variable-interval 
schedule (VI-2) for 12 minutes. Both 50 and 400mg/kg DPA in- 
the 400mg/kg dose decreased the response rate in the VI-2 
component. Diazepam (10 and 20mg/kg) increased the response 
rate in the punished component by 18% and decreased the re- 
sponser rate in the VI-2 component by 50%. Diphenylhydantoin 
(10mg/kg) had no effect on response rate in either component. 
13 references. 


004193 Oka, Makoto; Yamada, Kiyoko; Yoshida, Kouichi; Shi- 
mizu, Masanao. Dept. of Pharmacology, Research Laboratories, 
Dainippon Pharmaceutical Co. Ltd., Suita-shi, Osaka 564, Japan 
Avoidance enhancement and discriminative response control by 
anxiolytics with drugs acting on the GABA system. Japanese 
Journal of Pharmacology. 30(3):325-336, 1980. 

Experiments in male STD-ddY mice and STD-Wistar rats 
suggested that avoidance enhancement and discriminative re- 
system. xide, diazepam, chlorazepate, and mepro- 
bamate increased the active avoidance rate in poorly performing 
mice, but chlorpromazine, haloperidol, and nortriptyline had no 
such effect. The effect of diazepam was potentiated by GABA 
and aminooxyacetic acid (AOAA); antagonized by picrotoxin 
and thiosemicarbazide; and not markedly influenced by spiro- 
peridol, alpha-methyltyrosine, phenoxyb ine, and levallor- 
phan. The effect of other anxiolytic drugs was also potentiated 
by AOAA and antagonized by picrotoxin. Biperiden, metham- 
phetamine, caffeine, and morphine also enhanced avoidance per- 
formance, but this enhancement was not altered by AOAA. In 
rats trained to discriminate phenobarbital from saline in a milk 
reinforced, two lever operant procedure, diazepam produced a 
dose related phenobarbital lever selection which was potentiated 
by AOAA and antagonized by picrotoxin. Chlordiazepoxide, 
chlorazepate, and meprobamate also elicited responses on the 
phenobarbital lever, whereas haloperidol, nortriptyline, beperi- 
den, methamphetamine, caffeine, and morphine produced saline 
se responding. 34 references. (Author abstract modi- 


004194 Olds, M. E.; Fobes, James L.; Albert, V. Division of 
Biology 216-76, California Institute of Technology, Pasadena, 


neonatally 
macology. 73(1):31-33, 1981. 


The effect of increased central serotonergic levels on motor 
activity was investigated in rats neonatally treated with 6-hy- 
droxydopamine (6-OHDA) in the lateral ventricles. Regional 
brain assays of monoamine levels in 90-day-old rats showed de- 
pletion of catecholamines, but not of serotonin, in the forebrain 
elevation of serotonin, in the hindbrain. Measures of behavioral 
activity in adulthood were taken after treatment with saline, 
pargyline, L-tryptophan, or pargyline given 30 minutes before 
L-tryptophan. The combined treatment of pargyline plus L- 
tryptophan produced hyperactivity in controls and this effect 
was blocked in the 6-OHDA treated animals. These findings in- 
dicate that the serotonergic system is capable of influencing 
motor activity, but that this influence is blocked in animals per- 
manently depleted of catecholamines in their terminal field re- 
gions. 19 references. (Author abstract) 


004195 Ondrusek, M. Gene; Kilts, Clinton D.; Frye, Gerald D.; 
Mailman, Richard B.; Mueller, Robert A.; Breese, George R. 
Breese: Child Development Institute, University of North Caro- 
lina, School of Medicine, Chapel Hill, NC 27514 Behavioral and 
biochemical studies of the scopolamine-induced reversal of neuro- 
leptic activity. Psychopharmacology. 73(1):17-22, 1981. 


Psychopharmacology Abstracts 


Behavioral and biochemical studies of the scopolamine in- 
duced reversal of neuroleptic activity are described. Scopol- 
amine reversed the reduction in avoidance responding caused by 
spiperone and antagonized the inhibitory effects of spiperone on 
the behavioral actions of d-amphetamine or apomorphine. Sco- 
polamine induced locomotor activity was greater in 6-hydroxy- 
dopamine (6-OHDA) treated animals than in controls. The pos- 
sibility that presynaptic dopaminergic function was the locus of 
the antagonisms of spiperone by scopolamine was examined 
using drug interaction studies in 6-OHDA treated rats. It is con- 
cluded that scopolamine can affect both presynaptic or postsyn- 
aptic events associated with dopaminergic function and that 
both may contribute to the reversal of the actions of spiperone. 
37 references. (Author abstract modified) 


004196 Ostrowski, Nancy L.; Rowland, Neil; Foley, Teri L.; 
Nelson, Jeffrey L.; Reid, Larry D. Psychobiology Program, 
Dept. of Psychology, University of Pittsburgh, Pittsburgh, PA 
15260 Morphine antagonists and consummatory behaviors. Phar- 
macology Biochemistry and Behavior. 14(4):549-559, 1981. 


The effects of opiate antagonists on eating and drinking were 
studied in male Sprague-Dawley rats. Water intake was reduced 
by naloxone, nalorphine, and the active isomer of WIN-44,441, 
but not by the inactive isomer of WIN-44,441 or by an analogue 
of nalorphine that does not cross the blood-brain barrier. Nalox- 
one suppressed drinking after procedures that induce osmotic, 
volemic, or hormonal thirst. Naloxone suppressed eating after 
procedures that induce glucoprivation, but did not alter eating 
elicited by tail pressure. Results indicate that opiate antagonists 
have stereospecific effects within the CNS and suggest that en- 
dorphins play a role in the organization of ingestive behavior 
after challenges to homeostasis. 38 references. (Author abstract 
modified) 


004197 Papadopoulos, Georges; Huston, Joseph P.; Nef, Bar- 
bara. Huston: Institute of Psychology III, University of Dussel- 
dorf, Universitatsstrasse 1, D-4000 Dusseldorf, West Germany 
The influence of unilateral 6-OH-dopamine lesions of the substan- 
tia nigra in the absence of the telencephalon. Brain Research Bul- 
letin. 6(2):165-170, 1981. 


The influence of unilateral 6-hydroxydopamine (6-OHDA) le- 
sions of the substantia nigra in the absence of the telencephalon 
on apomorphine and amphetamine induced turning behavior 
was investigated. Most detelencephalized animals exhibited 
spontaneous turning to the contralateral side, i.e., they no longer 
behaved like 6-OHDA-lesioned rats, but instead, acted like ani- 
mals with nigral kainic acid or electrolytic lesions. Amphet- 
amine increased general activity but no longer influenced turn- 
ing. Apomorphine in doses of 2 to 3mg/kg completely sup- 
pressed all motility. In small doses, it reversed the spontaneous 
contraversive turning. This effect could be blocked by haloperi- 
dol pretreatment. High doses of haloperidol reversed the direc- 
tion of circling from contraversive to ipsiversive. Arecoline in- 
duced tremor as in normal animals. Atropine did not affect turn- 
ing, but increased activity level in the thalamic rats. 31 refer- 
ences. (Author abstract modified) 


004198 Pasternak, Gavril W.; Childers, Steven R.; Snyder, Sol- 
omon H. Dept. of Neurology, Memorial Sloan-Kettering Cancer 
Center, 1275 York Avenue, New York, NY 10021 Naloxazone, a 
long-acting opiate antagonist: effects on analgesia in intact ani- 
mals and on opiate receptor binding in vitro. Journal of Pharma- 
cology and Experimental Therapeutics. 214(3):455-462, 1980. 


The effects of naloxazone on analgesia in intact animals and 
on opiate receptor binding in vitro were investigated. Adminis- 
tration of naloxazone, a hydrazone derivative of naloxone, to 
intact mice produced a prolonged inhibition of in vitro 
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(3H)opiate binding lasting up to 3 days. The effect was selective 
since naloxazone treatment produced no changes in alpha or 
beta adrenergic muscarinic or benzodiazepine receptor binding, 
and the effects on opiate binding sites were not reproduced by 
nonnarcotic hydrazines. Blockade of high affinity sites by nalox- 
azone produced an 11fold increase in the EDSO value for mor- 
phine analgesia at 24 hours with both tail flick and writhing 
assays. By contrast, naloxazone produced no change in the 
LDSO value for morphine. As high affinity binding returned to 
control levels over 3 days, the EDSO for morphine analgesia in 
naloxazone pretreated mice returned to control values. Accord- 
ingly, the analgetic, but not lethal, effects of morphine may be 
mediated by the high affinity subpopulation of opiate receptors. 
33 references. (Author abstrct modified) 


004199 Phillips, Anthony G.; McDonald, Angus C.; Wilkie, 
Donald M. Dept. of Psychology, University of British Colum- 
bia, Vancouver, British Columbia, Canada V6T 1W5 Disruption 
of autoshaped responding to a signal of brain-stimulation reward 
by neuroleptic drugs. Pharmacology Biochemistry and Behavior. 
14(4):543-548, 1981. 


The effects of haloperidol (0.05, 0.10, or 0.15mg/kg) and pi- 
mozide (0.15, 0.50, or 1.0mg/kg) on autoshaped responding to a 
signal (CS) of brain stimulation reward obtained from electrodes 
in the dopamine cell groups of the ventral tegmentum and adja- 
cent substantia nigra were studied. After male Wistar rats ac- 
quired the approach to the CS, injections of pimozide or halo- 
peridol prior to test sessions caused a significant dose related at- 
tenuation of the autoshaped approach. The drug effects did not 
appear to be due to direct action on sensory processes or orien- 
tation, since most of the responses after high doses of either 
drug occurred during the first 10 trials of 30 trial sessions. Auto- 
shaped CS approaches declined gradually over three extinction 
sessions, in contrast to the rapid and sustained disruption ob- 
served during drug sessions. Results suggest that the neuroleptic 
induced suppression of autoshaped CS approach with brain 
stimulation reward cannot be attributed solely to a block of the 
reward process. It is suggested that neuroleptic drugs disrupt 
neural mechanisms by which signals of impending reward re- 
lease preorganized response patterns. 38 references. (Author ab- 
stract modified) 


004200 Piercey, Montford F.; Dobry, Peggy J. K.; Schroeder, 
Lawrence A.; Einspahr, Fred J. Upjohn Company, Kalamazoo, 
MI 49001 Behavioral evidence that substance P may be a spinal 
cord sensory neurotransmitter. Brain Research. 210(1-2):407-412, 
1981. 


Central administration of very small doses of substance-P (SP) 
elicited reciprocal hindlimb scratching syndromes in male CF-1 
mice. SP was more potent and the onset of its effect was more 
rapid after intraspinal (i.s.) administration than after intracranial 
(i.c.) administration. After i.c. injections of radiolabeled SP, SP 
was recovered primarily from the brain; after i.s. injection, SP 
was recovered primarily from spinal cord. Correlation of the be- 
havioral and distribution data indicated that the spinal cord is 
the only possible site responsible for the scratching syndrome 
elicited by i.s. SP. Results suggest that SP may act as a sensory 
neurotransmitter in the spinal cord. 39 references. 


004201 Pilcher, C. W. T.; Jones, Sarah M. Dept. of Pharmacol- 
ogy, Faculty of Medicine, P.O. Box 24923, Kuwait, Arabian 
Gulf Social crowding enhances aversiveness of naloxone in rats. 
Pharmacology Biochemistry and Behavior. 14(3):299-303, 1981. 


The aversiveness of naloxone was increased in male hooded 
rats by chronic environmental stress. All rats acquired aversions 
to flavored solutions that had been presented 15 minutes prior 
to systemic injection of naloxone, but the degree of conditioned 


aversion was greater in rats reared and maintained in crowded 
conditions. The increased aversiveness of naloxone in these rats 
was not attenuated by transfer from crowded conditions to indi- 
vidual housing 3 weeks prior to aversive conditioning. Results 
suggest that social interaction under conditions of chronic 
crowding induces a prolonged increase in the level of tonic ac- 
tivity in the endorphinergic system. 22 references. (Author ab- 
stract modified) 


004202 Poshivalov, Vladimir P. Dept. of Pharmacology, First 
Pavlov Medical Institute, Leningrad, 197089, USSR The integri- 
ty of the social hierarchy in mice following administration of psy- 
chotropic drugs. British Journal of Pharmacology. 70(3):367-373, 
1980. 


Male CCS7W mice in small groups developed a despotic type 
of social hierarchy that was resistant to the effects of psychotro- 
pic drugs. A drug induced alteration in the level of aggression 
in a subordinate mouse in a group of three did not alter its 
social position. Chronic administration of diazepam, mescaline, 
or droperidol altered the level of aggression and sometimes re- 
sulted in an inversion of the social hierarchy when a competi- 
tive rival was present in the group; the rate of inversion varied 
with the type of preexisting social hierarchy. The ability of psy- 
chotropic drugs to maintain the inertia of the hierarchy may be 
a useful index of the drugs’ ability to alter certain types of spe- 
cies specific behavior, such as aggression. 15 references. (Author 
abstract modified) 


004203 Radulovacki, Miodrag; Wojcik, Walter J.; Walovitch, 
Richard; Brodie, Mark. Dept. of Pharmacology, College of 
Medicine, University of Illinois Medical Center, 901 South Wol- 
cott Ave., Chicago, IL 60680 Phenoxybenzamine and bromocrip- 
tine attenuate need for REM sleep in rats. Pharmacology Bio- 
chemistry and Behavior. 14(3):371-375, 1981. 


The alpha-adrenoceptor blocker phenoxyb ine (10mg/kg 
i.p.) and the dopamine receptor stimulant bromocriptine (Smg/ 
kg i.p.) were administered to male Sprague-Dawley rats during 
selective REM sleep deprivation. Administration of either agent 
immediately before or during REM sleep deprivation prevented 
the appearance of REM sleep rebound. Previous studies indicat- 
ed that these agents also abolish REM sleep rebound when 
given after REM sleep deprivation. Taken together, these find- 
ings indicate that phenoxybenzamine and bromocriptine prevent 
the generation of REM sleep pressure by filling the need for 
REM sleep. 13 references. (Author abstract modified) 


004204 Raleigh, M. J.; Yuwiler, A.; Brammer, G. L.; McGuire, 
M. T.; Geller, E.; Flannery, J. W. Neurobiochemistry Lab. T- 
85, Brentwood V.A. Hospital, Wilshire and Sawtelle Blvds., 
Los Angeles, CA 90073 Peripheral correlates of serotonergically- 
influenced behaviors in vervet monkeys (' 

sabaeus). Psychopharmacology. 72(3):241-246, 1981. 


The relationships between 12 behaviors and three peripheral 
markers of central serotonergic activity were studied in vervet 
monkeys. Plasma free and total tryptophan correlated positively 
with approach, heterogrooming, and eating behaviors and corre- 
lated inversely with avoidance and solitary behaviors. The level 
of whole blood serotonin correlated inversely with avoidance 
and solitary behaviors. Results suggest that free and total tryp- 
tophan levels more accurately reflect the central serotonergic 
activity influencing behavior in normal vervet monkeys than 
does the level of whole blood serotonin. 29 references. (Author 
abstract modified) 


004205 Reavill, C.; Jenner, P.; Leigh, N.; Marsden, C. D. Uni- 
versity Dept. of Neurology, Institute of Psychiatry, Denmark 
Hill, London, SE5, England The role of nigral projections to the 


thalamus in drug-induced circling behaviour in the rat. Life Sci- 
ences. 28(13):1457-1466, 1981. 


The role of nigral projections to the thalamus in drug induced 
circling behavior in the rat was investigated. Unilateral injection 
of 6-hydroxydopamine (6-OHDA) into the ascending nigrostria- 
tal pathway caused contraversive circling to apomorphine and 
ipsiversive circling to amphetamine, respectively. An electrole- 
sion of the ventromedial thalamic nucleus on the same side as 
the 6-OHDA lesion reduced apomorphine induced circling, but 
not that to amphetamine. Bilateral electrolesions of the ventro- 
medial thalamic nucleus reduced neither apomorphine nor am- 
phetamine induced circling. Electrolytic lesions of the parafasci- 
cular thalamic nucleus did not reduce apomorphine or amphet- 
amine induced circling in animals with a unilateral 6-OHDA 
lesion of the nigrostriatal pathway. Knife cuts rostral and dorsal 
to the substantia nigra did not attenuate circling induced by in- 
jection of muscimol into the substantia nigra. Circling due to ac- 
tivation of nigral output pathways can be mediated by descend- 
ing nigro reticular pathways. 18 references. (Author abstract 
modified) 


004206 Reddy Ramana, S. V.; Maderdrut, Jerome L.; Yaksh, 
Tony L. Yaksh: Neurosurgical Research, Mayo Foundation, 
Rochester, MN 55901 Spinal cord of adrenergic 
agonist-mediated antinociception. Journal of Pharmacology and 
Experimental Therapeutics. 213(3):525-533, 1980. 


Intrathecal administration of norepinephrine (NE) and alpha- 
adrenergic agonists to male Sprague-Dawley rats with chronic 
spinal catheters elevated the nociceptive threshold in a dose de- 
pendent manner in both the hot plate and tail flick tests. Intrath- 
ecal administration of the beta-agonist isoproterenol did not 
alter the nociceptive threshold. The intrathecal NE effect was 
antagonized by pretreatment with the alpha-antagonist phentola- 
mine, but not by the beta-antagonist propranolol. The intrathe- 
cal NE effect was not antagonized by intrathecal administration 
of papaverine, bradykinin, or subconvulsive doses of picrotoxin 
or strychinine, or by i.p. administration of naloxone or methy- 
sergide. The nociceptive threshold was significantly decreased 1 
week after intrathecal administration of 6-hydroxydopamine (6- 
OHDA), which depleted spinal cord NE by 85%. Intrathecal 
tyramine elevated the nociceptive threshold but this effect was 
diminished in rats pretreated with 6-OHDA. The tyramine 
effect was antagonized by phentolamine. The intrathecal NE 
effect was not potentiated by aminophylline. The relative poten- 
cies of alpha-adrenergic agonists and antagonists suggested that 
the antinociceptive effect of intrathecal alpha-agonists is a post- 
synaptic receptor interaction. 81 references. (Author abstract 
modified) 


004207 Richelle, Marc. University of Liege, Liege, Belgium 
Same or different? An exploration of the behavioral effects of 


benzamides, Revista Mexicana de Analisis de la Conducta. 
6(2):137-155, 1980. 


The behavioral effects of two benzamides (sulpiride and tia- 
pride) were evaluated with emphasis on features that differenti- 
ate them from other drugs. Rats and cats were used, and per- 
formance was maintained by several aversive and positive rein- 
forcement schedules. The benzamides did not simply fit into the 
classificatory frames of modern psychopharmacology, since sev- 
eral differences were evident with respect to the behavioral ef- 
fects of well known compounds. The two benzamides exhibited 
behavioral effects on operant conditioned responses with a gen- 
eral trend for a depressing effect on rate of responding. Analysis 
of the results in various contingencies, however, did not allow 
classification as neuroleptics or major tranquilizers. A major dif- 
ference was the contrasting resistance of learned behavior in 
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some schedules as compared with sensitivity observed under 
other contingencies. 7 references. (Journal abstract modified) 


004208 Ridley, R. M.; Haystead, T. A. J.; Baker, H. F. Divi- 
sion of Psychiatry, Clinical Research Centre, Watford Road, 
Harrow, HA1 3UJ, Middlesex, England An analysis of visual 
object reversal learning in the marmoset after amphetamine and 
haloperidol. Pharmacology Biochemistry and _ Behavior. 
14(3):345-351, 1981. 


The effect of amphetamine and haloperidol pretreatment on 
visual object reversal learning was assessed in the marmoset. 
Amphetamine induced perseverative responding demonstrated 
by high reversal learning scores and worse than chance per- 
formance in the early stages of reversal. This perseverative re- 
sponding was prevented by pretreatment with haloperidol. Ha- 
loperidol, alone or in conjunction with amphetamine, caused a 
mild, nonperseverative impairment of reversal learning only. 24 
references. (Author abstract) 


004209 Ritzmann, R. F. Dept. of Physiology and Biophysics, 
University of Illinois Medical Center, Chicago, IL 60680 Opiate 
dependence following acute injections of morphine and naloxone: 
the assessment of various withdrawal signs. Pharmacology Bio- 
chemistry and Behavior. 14(4):575-577, 1981. 


Injection of 100 to 150mg/kg naloxone 15 minutes after a 
single 50mg/kg injection of morphine induced a jumping re- 
sponse in male Swiss-Webster mice that was behaviorally similar 
to that observed during withdrawal from chronic morphine ad- 
ministration. The jumping response induced by acute morphine/ 
naloxone administration was potentiated by atropine and attenu- 
ated by oxotremorine, which is consistent with the effects of 
these cholinergic drugs on jumping associated with morphine 
withdrawal. However, other symptoms associated with opiate 
withdrawal (hypothermia, weight loss, and diarrhea) were not 
produced by the acute injection of morphine and naloxone. It is 
suggested that this single injection paradigm is particular to the 
jumping response rather than a demonstration of rapid develop- 
ment of opiate dependence. 9 references. (Author abstract modi- 
fied) 


004210 Rokosz-Pelc, Anna; Antkiewicz-Michaluk, Lucyna; Ve- 
tulani, Jerzy. Vetulani: Dept. of Biochemistry, Institute of Phar- 
macology, Polish Academy of Sciences, 31-343 Krakow, Poland 
5-Hydroxytryptamine-like properties of m-chlorophenylpiperazine: 
comparison with quipazine. Journal of Pharmacy and Pharmacol- 
ogy. 32(3):220-222, 1980. 


The effects of m-chlorophenylpiperazine (CPP) and quipazine 
on central serotonergic and dopaminergic function were studied 
in male Wistar rats. Both compounds induced the serotonin syn- 
drome (head twitches and hind limb abduction). However, qui- 
pazine also induced locomotor stimulation and stereotyped sniff- 
ing, while CPP induced sedation. Both drugs reduced the accu- 
mulation of 5-hydroxytryptamine (5-HTP) in brain after inhibi- 
tion of cerebral decarboxylase; quipazine also induced a pro- 
nounced decrease in dopa accumulation, whereas the effect of 
CPP on dopa appeared to be secondary to its serotonergic 
effect. Cyproheptadine antagonized the depression of dopa ac- 
cumulation induced by CPP, but only partially antagonized the 
dopa depression induced by quipazine. Results suggest that CPP 
stimulates the central serotonergic system without directly af- 
fecting the dopamine receptor. 11 references. 


004211 Rommelspacher, Hans; Nanz, Christel; Borbe, Harald 
O.; Fehske, Klaus J.; Muller, Walter E.; Wollert, Uwe. Muller: 
Pharmakologisches Institut der Universitat Mainz, D-6500 
Mainz, West Germany antagonism by harmane 
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and other beta-carbolines in vitro and in vivo. European Journal 
of Pharmacology. 70(3):409-416, 1981. 


Antagonism of benzodiazepines by harmane and other beta- 
carbolines was studied in female Wistar rats in vivo and in vitro. 
Harmane was a competitive inhibitor of benzodiazepine receptor 
binding in vitro and convulsions induced by harmane were re- 
versibly inhibited by diazepam. For some beta-carboline deriva- 
tives, a correlation was found between affinity for the benzodia- 
zepine receptor in vitro and convulsive potency in vivo. Results 
suggest that harmane or a related beta-carboline may be an en- 
dogenous agonist of the benzodiazepine receptor. 29 references. 
(Author abstract modified) 


004212 Roshchina, L. F. Lab. farmakologii, Vsesoyuznyy 
nauchno-issledovatel’skiy khimiko-farmatsevticheskiy institut im. 
S. Ordzhonikidze, Moskva, USSR /The effect of the new anti- 
depressant inkasan on the bioelectrical activity of the brain and 
on conditioned reflexes./ Vliyaniye novogo antidepressanta inka- 
zana na bioelektricheskuyu aktivnost’ mozga i uslovnyye re- 
fleksy. Farmakologiya i Toksikologiya. 43(4):349-352, 1980. 


The effect of the new antidepressant inkasan (3-methyl-8- 
methoxy-3H,1,2,5,6-tetrahydropyrazino (1,2,3-ab)-beta-carboline 
hydrochloride) on the bioelectrical activity of the brain and on 
conditioned reflexes was studied in cats, rabbits, and rats. Re- 
sults show that inkasan had an activating effect on the EEG of 
the cerebral cortex, midbrain reticular formation, and hippocam- 
pus. Results also show that small doses of inkasan facilitated 
conditioned avoidance reflexes in rats, while increased doses in- 
hibited these reflexes. 9 references. (Journal abstract modified) 


004213 Russell, B.; Yaksh, T. L. Dept. of Neurological Sur- 
gery, Mayo Foundation, Rochester, MN 55901 Antagonism by 
phenoxybenzamine and pentazocine of the antinociceptive effects 
of morphine in the spinal cord. Neuropharmacology. 20(6):575- 
579, 1981. 


Intrathecal administration of 0.1 to 400mcg phenoxybenza- 
mine (PBX) or 1 to 400mcg pentazocine had no effect on hot- 
plate or tail flick responses or on locomotor behavior in male 
Sprague-Dawley rats. Pretreatment with small doses of PBX (1 
to 10mcg) or pentazocine (10 to 30 mcg) antagonized the antin- 
ociceptive effects of a 1Smcg dose of morphine, but not those of 
a 3mcg dose of morphine. Larger doses of PBX or pentazocine 
did not alter the effect of morphine. Phentolamine (1 to 
200mcg) had no effect on the antinociceptive effects of intrathe- 
cal morphine. Results suggest that pentazocine and PBX can act 
as partial agonists of the spinal opiate receptor. 19 references. 
(Author abstract modified) 


004214 Schechter, Martin D. Dept. of Pharmacology, North- 
eastern Ohio Universities, College of Medicine, Rootstown, OH 
44272 Rapid acquisition of a two-drug discrimination: time of day 
effect upon saline state. Pharmacology Biochemistry and Behav- 
ior. 14(3):269-271, 1981. 


Sprague-Dawley rats were rapidly trained to discriminate be- 
tween 0.8mg/kg d-amphetamine and 6mg/kg pentobarbital in a 
two lever food motivated operant task by imposing the drug 
states from the earliest stage of training (at the initiation of shap- 
ing to lever-press). Once trained, rats were given each of the 
training drugs and were allowed to lever-press without rein- 
forcement until 10 responses were made on the nonpreferred 
lever. On this extended schedule of responding in extinction, the 
amphetamine induced interoceptive cue produced perseverance 
equal to that produced by pentobarbital. The administration of 
saline produced significantly more pentobarbital appropriate re- 
sponding than amphetamine appropriate responding when ani- 
mals were tested in the daytime, but produced random respond- 
ing when animals were tested at night. Results suggest that the 


arousal state of the rat, a nocturnal may differentially 
influence saline tests during the day and at night. 11 references. 
(Author abstract modified) 


004215 Schlemmer, R. Francis, Jr.; Elder, Janice K.; Casper, 
Regina C.; Davis, John M. Illinois State Psychiatric Institute, 
Dept. of Research, 1601 West Taylor St., Chicago, IL 60612 
Clonidine-induced hyperphagia in monkeys: evidence for alpha2- 
noradrenergic receptor mediation. Psychopharmacology. 
73(1):99-100, 1981. 


The mechanism of clonidine induced hyperphagia and weight 
gain in monkeys was studied in 11 stumptail macaques. Cloni- 
dine induced a significant increase in food intake over baseline 
levels and a significant weight gain after the 3-day treatment 
period. Both changes induced by clonidine were antagonized by 
the alpha-1-noradrenergic antagonist yohimbine, but not by pra- 
zosin, an alpha-1-noradrenergic antagonist. These results suggest 
that clonidine induced hyperphagia and weight gain in monkeys 
are mediated through alpha-2-noradrenergic receptors. 11 refer- 
ences. (Author abstract) 


004216 Schonfeld, Amy Rothman; Glick, Stanley D. Dept. of 
Neurology, Albert Einstein College of Medicine, 1300 Morris 
Park Ave., Bronx, NY 10461 Handling-induced seizures and ro- 
tational behavior in the Mongolian gerbil. Pharmacology Bio- 
chemistry and Behavior. 14(4):507-516, 1981. 


The relationship between sensory induced seizures, cerebral 
laterality (as measured by rotation), and nigrostriatal asymmetry 
was studied in female Mongolian gerbils. Seizure resistant ger- 
bils made more spontaneous turns in a preferred direction than 
seizure sensitive animals. The antiepileptic drugs carbamazepine 
(10 to 20mg/kg), diazepam (16mg/kg), and pentobarbital 
(40mg/kg) strongly elicited rotational behavior; phenobarbital 
(20 to 40mg/kg) and ethosuximide (500mg/kg) potentiated rota- 
tion, but diphenylhydantoin and trimethadione were ineffective. 
The dopaminergic agonists amphetamine (4mg/kg) and apomor- 
phine (16mg/kg) enhanced rotation at anticonvulsant doses, 
whereas the dopaminergic antagonist haloperidol reduced rota- 
tional behavior at a dose (lmg/kg) that exacerbates seizure ac- 
tivity. Surgical induction of nigrostriatal asymmetry had no sig- 
nificant effect on seizures. Results suggest that rotational behav- 
ior and seizure activity are inversely related and that the link 
between the two behaviors may be asymmetry in nigrostriatal 
dopaminergic systems. 49 references. (Author abstract modified) 


004217 Severson, J. A.; Randall, P. K.; Finch, C. E. Andrus 
Gerontology Center, University of Southern California, Los 
Angeles, CA 90007 Genotypic influences on striatal 

regulation in mice. Brain Research. 210(1-2):201-215, 1981. 


Genotypic influences on dopaminergic induced behaviors and 
striatal dopamine receptors were evaluated in CBA/J, CS7BL/ 
6J, and BALB/cJ male mice. Animals were tested for stereoty- 
pic responses to apomorphine, cataleptic responses to haloperi- 
dol, striatal dopamine receptor binding, dopamine levels and 
turnover, and responses to chronic treatment with haloperidol 
and bromocriptine. Results indicated that some striatal dopamin- 
ergic functions are impaired in CBA/J mice relative to the 
other two strains. The impaired supersensitivity responses to ha- 
loperidol in CBA/J mice were similar to those observed in 
aging rodents. 47 references. (Author abstract modified) 


004218 Share, Norman N.; Rackham, Anita. Laboratoires 
Merck Sharp and Dohme-Chibret, B.P. 88, Route de Marsat, F- 
63203 Riom Cedex, France Intracerebral substance P in mice: 
behavioral effects and narcotic agents. Brain Research. 
211(2):379-386, 1981. 


A reciprocal hindlimb scratching response was induced in 
male Swiss mice by acute intracerebral injection of substance-P 
or the related undecapeptides physalaemin and eledoisin. This 
dose related response was not observed after injection of TRH, 
neurotensin, bradykinin, somatostatin, prostaglandins, dibutyryl 
cyclic AMP, or dibutyryl cyclic GMP. The response to intra- 
cerebral injection of substance-P was prevented by i.p. injection 
of analgesic narcotic agonists such as morphine in a stereospeci- 
fic fashion, with a rank order of potency similar to that reported 
for analgesic activity and binding to opiate receptors in vitro. 
Narcotic agents with mixed agonist/antagonist activity were in- 
active. Naloxone potentiated the effect of substance-P and re- 
versed the inhibition action of morphine. Results indicate that 
the reciprocal hindlimb scratching response to substance-P in- 
volves central nociceptive pathways. 26 references. (Author ab- 
stract modified) 


004219 Shearman, Gary T.; Lal, Harbans. Lal: Dept. of Phar- 
macology, Texas College of Osteopathic Medicine, Camp 
Bowie dy Montgomery, Fort Worth, TX Discriminative 
of cocaine related to an anxiogenic 
an in Neuro-Psychopharmacology. 5(1):57-63, 1981. 


In male hooded Long-Evans rats trained to discriminate the 
ic action of pentylenetetrazol (20mg/kg ip.) from 


lenetetrazol cue. The discriminative stimuli produced by penty- 
lenetetrazol and cocaine were antagonized by diazepam, but not 
by haloperidol. Results suggest that cocaine produces a discrimi- 
native stimulus that is related to its anxiogenic action. 27 refer- 
ences. (Author abstract modified) 


004220 Sinclair, J. D.; Lindros, K. O. Research Laboratories, 
State Alcohol Monopoly (Alko), POB 350, SF-00101 Helsinki 
10, Finland Suppression of alcohol drinking with brain aldehyde 
dehydrogenase inhibition. Biochemistry and Be- 
havior. 14(3):377-383, 1981. 


Calcium cyanamide, an aldehyde dehydrogenase (ALDH) in- 


pharmacologic actions of 
of Pharmacology. 69(4):525-527, 1981. 


The anxiolytic and anticonvulsant effects of diazepam in male 
mice were significantly reduced by 3-hydroxymethyl-beta-car- 
boline (3-HMC) at a dose (25mg/kg) that did not alter spontane- 
ous motor activity or elicit other overt behavioral changes. 
Higher doses of 3-HMC (50 to 100mg/kg) also decreased spon- 
taneous motor activity. Results suggest that endogenous tetrahy- 
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dro-beta-carbolines may interact with benzodiazepine receptors 
in the brain. 5 references. 

004222 Smith, Donald F. Psychopharmacology Research Unit, 
Psychiatric Hospital, DK-8240 Risskov, Denmark Lithium and 
motor activity of animals: effects and possible mechanism of 
action. International Pharmacopsychiatry. 15(4):197-217, 1980. 


The effects of lithium on spontaneous activity, exploratory ac- 
tivity, hyperactivity and stereotypy induced by drugs, drug in- 
duced hypoactivity, and activity rhythms of animals are re- 
viewed. Attention is given to the rationale for the studies, and 
the relation of research on motor activity in animals to the 
therapeutic and prophylactic actions of lithium against manic- 
depressive illness. The most consistent effects of lithium on 
motor activity of animals are found on exploratory activity, hy- 
peractivity, and stereotypy induced by drugs that alter monoa- 
minergic neurotransmission, and rhythmic activity driven by en- 
dogenous biological clocks. Suppressant effects of lithium on 
motor activity appear related to alterations in monoaminergic 
and cholingeric neurotransmission to actions of thyroid hor- 
mones, and to alterations in postsynaptic depolarization. Poten- 
tiating effects of lithium on activity seem to be due to alter- 
ations in the sensitivity of monoamine receptors. Some sugges- 
tions are made concerning further studies of interest to investi- 
gate the mechanisms of action of lithium on motor activity. 129 
references. (Author abstract) 


004223 Smith, Donald F. Psychopharmacology Research Unit, 
Aarhus University Institute of Psychiatry, Psychiatric Hospital, 
DK-8240 Risskov, Denmark Central and peripheral effects of 
lithium on amphetamine-induced hyperactivity in rats. Pharmacol- 
ogy Biochemistry and Behavior. 14(4):439-442, 1981. 


The effects of central peripheral injections of 9.15M lithium 
chloride (LiCl) on open-field behavior and amphetamine in- 
duced hyperactivity in male Wistar rats were studied. Intracere- 
broventricular injections of LiCl (2x20mcl) did not alter open- 
field behavior, but antagonized amphetamine induced hyperacti- 
vity. Injection of 15ml/kg i.p. LiCl suppressed open-field activi- 
ty, but did not influence the behavioral effects of amphetamine. 
21 references. (Author abstract modified) 


004224 Spealman, Roger D.; Katz, Jonathan L. Harvard Medi- 
cal School, New England Regional Primate Research Center, 
One Pine Hill Drive, Southborough, MA 01772 Some effects of 
clozapine on punished responding by mice and squirrel monkeys. 
Journal of Pharmacology and Experimental Therapeutics. 
212(3):435-440, 1980. 


The behavioral effects of clozapine, a novel antipsychotic 
drug, on punished responding by mice and squirrel monkeys 
were investigated and compared with those of chlorpromazine 
and chlordiazepoxide. All Ss responded under a two component 
fixed-ratio schedule of food presentation in which responding in 
one component was suppressed (punished) by delivery of elec- 
tric shock after every response. Although clozapine or chlordia- 
zepoxide increased punished responding in both species, maxi- 
mal increases in punished responding produced by clozapine 
were less than those produced by chlordiazepoxide in squirrel 
monkeys. The behavioral effects of clozapine differed qualita- 
tively from those of the antipsychotic drug, chlorpromazine, 
and quantitatively from those of the antianxiety drug, chlordia- 
zepoxide. 30 references. (Author abstract modified) 


004225 Spealman, Roger D.; Kelleher, R. T. New England Re- 
gional Primate Research Center, One Pine Hill Drive, South- 
borough, MA 01772 Behavioral effects of self-administered co- 
caine: responding maintained alternately by cocaine and electric 


04 

004219 

loperidol (0.16 or 0.64mg/kg) did not generalize to the penty- : 

tary consumption of ethanol by rats. Administration of a low 

dose of 4-methylpyrazole (4-MP) abolished acetaldehyde accu- 

mulation, but did not affect the suppression induced by cyana- 

mide; 4-MP also failed to alter unsuppressed alcohol intake by 

Long-Evans rats or drinking by rats of the ANA strain devel- 

oped for low levels of ethanol consumption. When given with 

cyanamide, 4-MP altered the development of the suppression. 

This effect was probably due to a decrease in the degree of 

brain ALDH inhibition, since a high cofrelation was found be- 

tween brain ALDH activity and ethanol consumption. Results 

suggest that cyanamide suppresses alcohol drinking in the ab- 

sence of acetaldehyde accumulation by some action related to 

direct inhibition of brain ALDH. 30 references. (Author ab- 

stract modified) 

004221 Skolnick, Phil; Paul, Steven; Crawley, Jacqueline; Rice, 

Kenner; Barker, Steven; Weber, Robert; Cain, Michael; Cook, 

James. Laboratory of Bioorganic Chemistry, NIAMDD, NIH, 

Bethesda, MD 20205 3-Hydroxymethyl-beta-carboline antago- 

624 
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shock in squirrel monkeys. Journal of Pharmacology and Experi- 
mental Therapeutics. 210(2):206-214, 1979. 


Squirrel monkeys responded under a fixed-interval schedule 
of intravenous cocaine injection that alternated with a fixed-in- 
terval schedule of either presentation of electric shock or termi- 
nation of a stimulus associated with electric shock. As the dose 
of cocaine was increased from 10 to 1000mcg/kg/injection, re- 
sponding maintained by cocaine injection or alternatively by 
electric shock first increased and then decreased. The lowest 
doses of cocaine that reliably maintained self-administration 
often increased responding maintained by electric shock; the 
highest doses of cocaine that continued to maintain self-adminis- 
tration often decreased responding maintained by electric shock. 
When saline was substituted for cocaine, responding that had 
been maintained previously by cocaine injection occurred irreg- 
ularly and at very low rates, whereas rates and patterns of re- 
sponding maintained by electric shock were characteristic of 
fixed-interval schedules. When the fixed-interval schedule of co- 
caine injection was replaced by intravenous injections that oc- 
curred without regard to antecedent responding, the effects of 
cocaine on responding maintained by electric shock were found 
to be independent of the way in which cocaine was adminis- 
tered. 23 references. (Author abstract) 


004226 Spirduso, Waneen W.; Abraham, Lawrence D.; Wolf, 
Michael D. Dept. of Physical and Health Education, University 
of Texas, College of Education, Austin, TX 78712 Effects of 
chlorpromazine on escape and avoidance responses: a closer look. 
Pharmacology Biochemistry and Behavior. 14(4):433-438, 1981. 


The effects of chlorpromazine (CPZ) were evaluated in a re- 
sponse paradigm in which male Sprague-Dawley rats were sys- 
tematically shaped over a period of days to initiate an extremely 
fast and consistent avoidance, consisting only of limb move- 
ments and requiring only milliseconds to complete. CPZ clearly 
impaired to animals’ ability to initiate rapid avoidance move- 
ments. In contrast to findings in previous studies, CPZ also 
caused some impairment of escape responses. Results support 
the proposed involvement of dopamine in the initiation of vol- 
untary movement. 23 references. (Author abstract modified) 


004227 Stach, R.; Lazarova, M. B.; Kacz, D. Polish Academy 
of Science, Institute of Pharmacology, 12 Smetna St., 31343 
Krakow, Poland Serotonergic mechanism in seizures kindled 
from the rabbit amygdala. Naunyn-Schmiedeberg’s Archives of 
Pharmacology. 316(1):56-58, 1981. 


The effects of serotonin receptor agonists and antagonists on 
seizures kindled from the rabbit amygdala were examined. The 
intensity of behavioral seizures and the duration of bioelectrical 
seizures were not altered by acute administration of agents that 
enhance serotonergic activity, including 5-hydroxytryptamine 
(5-HTP), quipazine, and femoxetine. Femoxetine (15mg/kg) and 
5-HTP (25mg/kg) prolonged the duration of behavioral sei- 
zures. Chronic administration of 5-HTP had no effect on the de- 
velopment of kindled seizures. Acute administration of p-chloro- 
phenylalanine (250mg/kg) reduced the intensity and shortened 
the duration of behavioral seizures, and chronic administration 
(80mg/kg) delayed the development of kindled seizures. Cypro- 
heptadine shortened the duration of behavioral seizures. Results 
indicate that pharmacological inhibition of the serotonergic 
system attenuates and delays the development of seizures kin- 
dled from the amygdala, whereas pharmacological stimulation 
of this system has little or no enhancing effect. 18 references. 
(Author abstract modified) 


004228 Stark, Paul; Dews, P. B. Lilly Research Laboratories, 
307 E. McCarty St., Indianapolis, IN 46285 Cannabinoids. I. Be- 


havioral effects. Journal of Pharmacology and Experimental 
Therapeutics. 214(1):124-130, 1980. 


The effects of two new cannabinoids, nabilone and canbisol, 
were compared with those of delta9-tetrahydrocannabinol 
(THC) and chlordiazepoxide (CDZ) in behavioral tests in sever- 
al species. The initial high activity of male Belaire Swiss mice in 
a photocell device was decreased’ by oral doses of 5 and 10mg/ 
kg THC or 200mg/kg CDZ; 5 and 10mg/kg doses of nabilone 
and 2.5, 5.0, and 10.0mg/kg doses of canbisol decreased the ini- 
tial high activity but increased sibsequent low activity. In male 
Long-Evans rats, muricide and intracranial self-stimulation were 
slowed by THC, nabilone, and canbisol, but not by CDZ. The 
reactivity of rats with septal lesions was reduced by CDZ, nabi- 
lone and canbisol, but not by THC. Food consumption in rats 
was reduced only by nabilone and.oanbisol. Ataxia was induced 
in dogs by low i.v. doses of THC, nabilone, and canbisol; much 
higher doses were required when the drugs were given orally. 
In rhesus monkeys working under multiple fixed-ratio, fixed-in- 
terval schedules, CDZ increased responding at all doses studied, 
the three cannabinoids increased response rate at some doses but 
reduced or abolished responding at higher doses. Results indi- 
cate that nabilone and canbisol resemble CDZ in some tests and 
THC in others. 16 references. (Author abstract modified) 


004229 Staunton, David A.; Wolfe, Barry B.; Groves, Philip 
M.; Molinoff, Perry B. Wolfe: Dept. of Pharmacology, Univer- 
sity of Colorado Health Science Center, 4200 East Ninth Ave., 
Denver, CO 80262 Dopamine receptor changes following destruc- 
tion of the nigrostriatal pathway: lack of a to rota- 
tional behavior. Brain Research. 211(2):315-327, 1981. 


The density of binding sites for (3H)spiperone in male Spra- 
gue-Dawley rat neostriatum increased gradually 2 to 3 weeks 
after unilateral 6-hydroxydopamine induced destruction of dopa- 
minergic afferent neurons. The properties of the receptor la- 
beled by (3H)spiperone were not altered by denervation. Dopa- 
mine sensitive adenylate-cyclase activity increased gradually in 
homogenates of the caudate ipsilateral to the lesion, compared 
to the contralateral side. Apomorphine induced pronounced cir- 
cling in the lesioned animals, with maximal effect 3 days after 
the lesion. Since this effect clearly preceded receptor alterations 
in the striatum, the increase in the number of binding sites 
cannot account for the drug induced rotational behavior. 40 ref- 
erences. (Author abstract modified) 


004230 Steinfels, George F.; Young, Gerald A. Young: Dept. 
of Pharmacology and Toxicology, University of Maryland 
School of Pharmacy, 636 West Lombard St., Baltimore, MD 
21201 Effects of narcotic abstinence on schedule-controlled behav- 
ior in dependent rats. Pharmacology Biochemistry and Behavior. 
14(3):393-395, 1981. 


Female Sprague-Dawley rats trained to lever-press for food 
on a variable interval 1 minute schedule of reinforcement were 
made tolerant to and physically dependent on morphine or 1- 
alpha-acetylmethadol (LAAM). During the dependence state, 
behavioral tolerance was exhibited to the suppressant effect of 
morphine on lever-pressing, but not to the suppressant effect of 
LAAM. From day 4 to 12 after the morphine and LAAM injec- 
tions were discontinued, mean lever-presses per session were 
significantly higher than predrug control values. Mean lever- 
presses per session were significantly higher during morphine 
abstinence than during LAAM abstinence. 20 references. 
(Author abstract modified) 


004231 Sternberg, Debra B.; Gold, Paul E. Gold: Dept. of Psy- 
chology, Gilmer Hall, University of Virginia, Charlottesville, 
VA 22901 Retrograde amnesia produced by electrical stimulation 


of the attenuation 
Research. 211(1):59-65, 1981. 

Subseizure electrical stimulation: of the amygdala produced 
retrograde amnesia for a visual discrimination shock motivated 
task in male Sprague-Dawley rats. This amnesia was blocked by 
pretreatment with the alpha-adrenergic antagonist phenoxyben- 
zamine or the beta-adrenergic antagonist propranolol. Results 
suggest that adrenergic mechanisms are involved in the produc- 
tion of retrograde amnesia. 36 references. (Author abstract 
modified) 


with adrenergic antagonists. Brain 


004232 Stone, W. E.; Javid, M. J. Dept. of Physiology, Univer- 
sity of Wisconsin Medical School, Madison, WI 53706 Amino- 
phylline and imidazole as convulsants. Archives Internationales 
de Pharmacodynamie et de Therapie. 248(1):120-131, 1980. 


The convulsive actions of aminophylline (APH) and imida- 
zole (IDZ) were tested against a series of anticonvulsants in 
male Swiss mice. APH was significantly antagonized by pheno- 
barbital and chlordiazepoxide, but antagonism by trimethadione 
was not significant. Ethosuximide, phenytoin, and aminooxyace- 
tic acid (AOAA) potentiated APH. IDZ induced seizures were 
relatively refractory to anticonvulsants, but slight antagonism 
was seen, particularly after AOAA. Phenytoin potentiated IDZ 
induced seizures. Subconvulsive doses of APH and IDZ poten- 
tiated seizures induced by pentylenetetrazol and 3-mercaptopro- 
pionic acid. 35 references. (Author abstract modified) 


004233 Stripling, Jeffrey S.; Hendricks, Curtis. Dept. of Psy- 
chology, University of Arkansas, Fayetteville. AR 72701 Effect 
of cocaine and lidocaine on the expression of kindled seizures in 
the rat. Pharmacology Biochemistry and Behavior. 14(3):397- 
403, 1981. 


The effect of cocaine and lidocaine on the expression of kin- 
dled seizures was studied in male Long-Evans rats with elec- 
trodes implanted in the olfactory bulb, prepyriform cortex, or 
basolateral amygdala. Neither cocaine hydrochloride (20mg/kg 
i.p.) nor lidocaine hydrochloride (20mg/kg i.p.) significantly al- 
tered afterdischarge threshold. Both drugs significantly reduced 
the latency to clonus after stimulation, a measure presumably re- 
lated to the propagation of afterdischarges from the site of stim- 
ulation to other brain areas. Both drugs also significantly re- 
duced the behavioral response (rearing and falling) to stimula- 
tion. Cocaine significantly reduced afterdischarge duration, and 
lidocaine significantly reduced clonus intensity. Results indicate 
that cocaine has pronounced effects on the expression of seizure 
activity in the olfactory forebrain, some of which are due to its 
local anesthetic action. 39 references. (Author abstract modified) 


004234 Szechtman, Henry; Hershkowitz, Moshe; Simantov, 
Rabi. Dept. of Neurosciences, McMaster University, Hamilton, 
Ontario, Canada L8S 3Z5 Sexual behavior decreases pain sensi- 
tivity and endogenous opioids in male rats. European 
Journal of Pharmacology. 70(3):279-285, 1981. 


In male Wistar rats, copulation had antinociceptive effects as 
measured by shock induced vocalization or hindlimb withdraw- 
al to pinch. Prolonged mating reduced the content of endog- 
enous opioids in midbrain, but not in hypothalamus or caudate 
nucleus. Opiate receptor antagonism by naloxone (4mg/kg) sig- 
nificantly extended the postejaculatory interval. Results indicate 
that mating is a biological stimulus for release of endogenous 
opioids, possibly to prevent intense sexual stimulation from be- 
coming aversive and to increase its reward value. 35 references. 
(Author abstract modified) 


004235 Tang, Maisy; Ahrendsen, Kim; Falk, John L. Psycholo- 
gy Building, Busch Campus, Rutgers University, New Bruns- 
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wick, NJ 08903 Barbiturate dependence and drug preference. 
Pharmacology Biochemistry and Behavior. 14(3):405-408, 1981. 


When male Holtzman rats were exposed to a daily 3 hour ses- 
sion of intermittent food delivery, they orally self-administered a 
substantial volume (35ml) of Img/ml sodium phenobarbital solu- 
tion during the session. These periods of voluntary phenobarbi- 
tal intake had no effect on 21 hour home cage barbiturate pref- 
erence. Substitution of water for phenobarbital during the ses- 
sion after 7.5 weeks precipitated spontaneous withdrawal signs 
in some animals within 24 hours of drug withdrawal, but did 
not alter home cage barbiturate preference. Results suggest that 
physical dependence alone does not play a crucial role in the 
maintenance of drug intake behavior. 17 references. (Author ab- 
stract modified) 


004236 Teal, Janice J.; Holtzman, Stephen G. Holtzman: Dept. 
of Pharmacology, Emory University School of Medicine, Atlan- 
ta, GA 30322 Discriminative stimulus effects of cyclazocine in 
the rat. Journal of Pharmacology and Experimental Therapeu- 
tics. 212(3):368-376, 1980. 


The discriminative effects of cyclazocine were investigated in 
two groups of rats trained to discriminate between saline and 
either 0.3 or 1.0 mg/kg of cyclazocine with a two choice dis- 
crete trial avoidance paradigm. Cyclazocine engendered dose 
related cyclazocine appropriate responding in both groups of 
rats with the position of the dose/response curves along the ab- 
scissa reflecting the differences in training dose. The time course 
of the discriminative effects of cyclazocine was relatively short; 
drug appropriate responding began to decline from maximal 
levels within 1 hour of drug administration. These and other 
data suggest that the discriminative effects of cyclazocine are 
comprised of at least two major components: 1) a narcotic com- 
ponent which is antatonized by naltrexone but does not appear 
to be mediated through the same populations of opioid receptors 
as morphine; and 2) a nonnarcotic component, which is not an- 
tagonized by naltrexone but mimicked by ketamine and phency- 
clidine. 32 references. (Author abstract modified) 


004237 Threatte, Rose M.; Fregly, Melvin J.; Connor, Thomas 
M.; Kikta, Dianne C. Fregly: Dept. of Physiology, Box J-274, 
JHMHC, University of Florida, College of Medicine, Gaines- 
ville, FL 32610 L-5-hydroxytryptophan-induced drinking in rats: 
possible mechanisms for induction. Pharmacology Biochemistry 
and Behavior. 14(3):385-391, 1981. 


The beta-adrenergic antagonist propranolol (6mg/kg i.p.) and 
the angiotensin converting enzyme inhibitor captopril (35mg/kg 
i.p.) blocked the dipsogenic responses to subcutaneous injection 
of L-5-hydroxytryptophan (5-HTP, 25mg/kg) in female Spra- 
gue-Dawley rats. Clonidine (12.5 and 25mcg/kg i.p.), a central 
alpha-adrenergic agonist that inhibits renin release, attenuated 
drinking 1, 2, and 3 hours after 5-HTP. Haloperidol (150mcg/kg 
i.p.), a dopaminergic antagonist, also attenuated the dipsogenic 
response to 5-HTP. Incremental reductions in 5-HTP induced 
drinking were observed with increasing doses of spiroperidol 
(37.5 to 150mcg/kg i.p.), a potent dopaminergic antagonist. Re- 
sults indicate that the dipsogenic response to 5-HTP is depend- 
ent on the renin/angiotensin system and on an intact dopaminer- 
gic pathway. 25 references. (Author abstract modified) 


004238 Tseng, L. -F.; Wei, E. T.; Loh, H. H.; Li, Choh Hao. 
Dept. of Pharmacology and Toxicology, Medical College of 
Wisconsin, P.O. Box 26509, Milwaukee, WI 53226 Beta-endor- 
phin: central sites of analgesia, catalepsy and body temperature 
changes in rats. Journal of Pharmacology and Experimental 
Therapeutics. 214(2):328-332, 1980. 
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Beta-endorphin was microinjected into rat brain to localize 
central sites associated with some of its pharmacologic effects, 
namely analgesic (inhibition of tail flick response), catalepsy, 
and changes in body temperature. Beta-endorphin produced an- 
algesia and catalepsy when it was injected at low doses into the 
medial preoptic areas, nucleus accumbens, anterior hypothala- 
mus, and the periaqueductal gray/4th ventricular spaces. Beta- 
endorphin had complex effects on body temperature. For exam- 
ple, when it was injected into the nucleus accumbens or preop- 
tic area, low doses produced hyperthermia; higher doses pro- 
duced hypothermia. The brain regions in which low doses of 
beta-endorphin elicit pharmacologic effects correspond to the 
anatomic areas in which the endogenous beta-endorphin system 
is distributed. Similar correspondence to the endogenous enke- 
phalin system was not obtained. 31 references. (Author abstract 
modified) 


004239 Tufik, Sergio. Depto. de Psicobiologia, Escola Paulista 
de Medecina, Rua Botucatu, 862, 04023 Sao Paulo, Brazil 
Changes of response to dopaminergic drugs in rats submitted to 
REM-sleep deprivation. Psychopharmacology. 72(3):257-260, 
1981. 


Apomorphine, piribedil, and bromocriptine elicited aggressive 
behavior in male Wistar rats deprived of REM sleep. The ag- 
gressive behavior elicited by apomorphine in REM deprived 
animals was enhanced by treatment with haloperidol 24 hours 
prior to the administration of apomorphine. Haloperidol injected 
2 hours prior to apomorphine treatment blocked the aggressive 
behavior in rats subjected to REM sleep deprivation alone or 
REM deprivation plus 24 hour pretreatment with haloperidol. 
Results support the hypothesis that the exaggerated aggressive- 
ness elicited by apomorphine in REM deprived rats is due to 
postsynaptic dopaminergic receptor supersensitivity. 23 refer- 
ences. (Author abstract modified) 


004240 Turnbull, M. J.; Wheeler, H. Wheeler: I.C.I. Pharma- 
ceuticals Division, Bioscience Dept., Mereside, Alderley Park, 
Macclesfield, Cheshire SK10 4TG, England Some observations 
on the pharmacological activity of MIF (Pro-Leu-Gly-NH2). 
Journal of Pharmacy and Pharmacology. 32(11):803-804, 1980. 


Pro-Leu-Gly-NH2 (MIF, 100mg/kg) antagonized the catalep- 
tic effect of haloperidol (10mg/kg) in mice. However, this an- 
tagonism was observed only when MIF was injected with halo- 
peridol or 10 minutes before or after haloperidol. The brief du- 
ration of the MIF effect may account for previous failures to 
observe MIF antagonism of neuroleptic induced catalepsy. 5 ref- 
erences. 


004241 Turski, Lechoslaw; Czuczwar, Stanislaw J.; Turski, 
Waldemar; Kleinrok, Zdzislaw. Dept. of Pharmacology, Insti- 
tute of Clinical Pathology, Medical School, Jaczewskiego 8, 20- 
090 Lublin, Poland Studies of carbachol-induced wet-dog shake 
behavior in rats. Psychopharmacology. 73(1):81-83, 1981. 


Intraventricular administration of carbachol chloride was 
found to evoke wet dog shakes (WDS) in rats in a dose related 
manner. WDS induced by carbachol at the dose of 20mcg were 
antagonized by scopolamine, atropine, cyproheptadine, mor- 
phine, clonidine, phentolamine, haloperidol, and L-5-hydroxy- 
tryptophan. Methergoline, propranolol, bicuculline, and amin- 
ooxyacetic acid had no effect on carbachol induced shaking be- 
havior. Results show the existence of different types of shaking 
behavior, not exclusively related to the stimulation of central 
serotonin structures. 23 references. (Author abstract) 


004242 Valentino, Rita J.; Smith, Charles B.; Woods, James H. 
Dept. of Pharmacology, University of North Carolina School of 
Medicine, Chapel Hill, NC 27514 Physiological and behavioral 


approaches to the study of the quasi-morphine 
drome. Federation Proceedings. 40(5):1502-1507, 1981. 


The effects of two benzazocines, UM-1037 and UM-1046, 
which produce a quasi morphine abstinence syndrome in normal 
rhesus monkeys, were characterized by the use of the isolated 
guinea-pig ileal preparation and by a drug discrimination proce- 
dure in pigeons. These benzazocines produce a contraction of 
the ileum isolated from narcotic naive guinea-pigs similar to the 
narcotic antagonist precipitated contraction of ilea isolated from 
morphine pretreated animals. This effect is suppressed by mor- 
phine, and the suppression is reversed by naloxone. The drug 
discrimination studies are also consistent with the involvement 
of cholinergic mechanisms in the behavioral effects produced by 
the benzazocines. The involvement of cholinergic pathways in 
the quasiabstinence syndrome produced by UM-1037 and UM- 
1046 suggests that similar pathways might be active during nar- 
cotic abstinence. 30 references. (Author abstract modified) 


004243 Verberne, A. J. M.; Taylor, D. A.; Fennessy, M. R. 
Dept. of Pharmacology, University of Melbourne, Parkville, 
Victoria 3052, Australia Attenuation of delta9-tetrahydrocanna- 
binol-induced withdrawal-like behaviour by delta9-tetrahydrocan- 
nabinol. Psychopharmacology. 73(1):97-98, 1981. 


The effects of delta9-tetrahydrocannabinol (THC) and poly- 
vinylpyrrolidone (PVP), the injection vehicle in which THC 
was suspended, on THC-induced withdrawal-like behaviour 
were compared. Different groups of rats were injected IV twice 
daily for up to 5 days with either THC, in doses increasing from 
2mg/kg to 6mg/kg, or PVP. On day 6, an acute dose of 6mg/ 
kg THC was given 30 min before IP clomipramine (15mg/kg). 
The total behavioral response, which included writhing, back- 
ward kicking, jumping, head shaking, and paw tremor, was at- 
tenuated in rats chronically treated with THC, but not in rats 
which received an acute dose of PVP. These results support the 
hypothesis that chronically administered THC produces a state 
of physical dependence in the rat. 15 references. (Author ab- 
stract modified) 


004244 Verimer, Turkiz; Goodale, David B.; Long, John P.; 
Flynn, Jan R. Long: Dept. of Pharmacology, College of Medi- 
cine, University of Iowa, Iowa City, IA 52242 Lithium effects 
on haloperidol-induced pre- and postsynaptic dopamine receptor 
supersensitivity. Journal of Pharmacy and Pharmacology. 
32(9):665-666, 1980. 


Locomotor responses to apomorphine were studied in male 
Sprague-Dawley rats treated chronically with haloperidol, lith- 
ium, or both. A 0.016mg/kg dose of apomorphine was required 
for significant inhibition of locomotor activity in rats treated 
chronically with lithium or saline. Doses of 0.004mg/kg and 
0.008mg/kg apomorphine significantly inhibited locomotor ac- 
tivity in rats treated chronically with haloperidol, suggesting 
that chronic haloperidol induced presynaptic dopamine receptor 
supersensitivity. Higher doses of apomorphine increased loco- 
motor activity, indicating activation of supersensitive postsynap- 
tic dopamine receptors. Presynaptic and postsynaptic supersensi- 
tivities to apomorphine were not apparent in rats treated chron- 
ically with both lithium and haloperidol. Results suggest that 
lithium blocks the development of supersensitivity in presynap- 
tic and postsynaptic dopamine receptors, which may account 
for lithium’s therapeutic effects in the treatment of manic-de- 
pressive disorders and tardive dyskinesia. 6 references. 


004245 Wallinau, Larry B.; Bordash, Gerard D.; Corso, Philip, 
Jr. Dept. of Psychology, State University College, Brockport, 
NY 14420 The effects of tryptophan and manipulations of sero- 
tonergic receptors on tonic immobility in chickens. Pharmacology 
Biochemistry and Behavior. 14(4):463-468, 1981. 


The effects of serotonergic manipulations on tonic immobility 
(TI) were studied in Production Red chickens. Systemic injec- 
tions of tryptophan enhanced the duration of TI. Quipazine, a 
serotonin (S-HT) receptor agonist, and p-chloroamphetamine, a 
5-HT releaser, antagonized the effect of tryptophan and reduced 
the duration of TI when given alone. Fenfluramine, which pro- 
motes 5-HT release, also reduced TI duration. Pretreatment 
with the 5-HT receptor blocker cinanserin prevented the attenu- 
ation of TI by quipazine. Results are discussed in relation to 5- 
HT receptor mechanisms and the raphe model of TI. 35 refer- 
ences. (Author abstract modified) 


004246 Wallnau, Larry B.; Bordash, Gerard D.; Corso, Philip, 
Jr. Dept. of Psychology, State University College, Brockport, 
NY 14420 Tonic immobility in domestic fowl: possible interaction 
of serotonergic and dopaminergic mechanisms. Pharmacology 
Biochemistry and Behavior. 14(4):469-473, 1981. 


The effects of serotonin (5-HT) and dopamine (DA) receptor 

munipulations on tonic immobility (TI) of Production Red 
Chickens was examined. TI in Production Red chickens was en- 
hanced by the DA receptor blocker haloperidol, but this effect 
was reversed by fenfluramine, a 5-HT receptor agonist. Trypto- 
phan enhanced TI, but this effect was prevented by apomor- 
phine. Results suggest that serotonergic and dopaminergic sys- 
tems interact with respect to TI. 45 references. (Author abstract 
modified) 
004247 Watanabe, Hirokazu; Nakano, Shigeyuki; Ogawa, 
Nobuya. Dept. of Pharmacology, Ehime University School of 
Medicine, Shigenobu-Cho, Onsen-Gun, Ehime-Ken, 791-02, 
Japan Pharmacokinetic study of induced stereotypy 
in food deprived rats. Pharmacology Biochemistry and Behavior. 
14(4):493-496, 1981. 


Apomorphine hydrochloride (10mg/kg) was administered 
subcutaneously to male Wistar rats with free access to food and 
water or deprived of food for 48 hours. Food deprivation 
tended to potentiate apomorphine induced stereotypy in the 
early stage after dosing, when plasma apomorphine ~oncentra- 
tions were higher in food deprived rats than in ad lib controls. 
The potentiation of apomorphine induced stereotypy after food 
deprivation can be attributed in part to pharmacokinetic 
changes, but the exact mechanism of the effect is not yet 
known. 16 references. (Author abstract modified) 


004248 Wei, E. T. School of Public Health, University of Cali- 


fornia, Berkeley, CA 94720 aspects of shaking 
behavior produced by TRH, AG-3-5, and morphine withdrawal. 
Federation Proceedings. 40(5):1491-1496, 1981. 


Pharmacological aspects of shaking behavior produced by 
thyrotropin releasing hormone (TRH), AG-3-5 (1-(2-hydroxy- 
ne), 
and morphine withdrawal are described. TRH, injected central- 
ly at submicrogram doses, produced in nondependent, barbitu- 
rate anesthetized animals, shaking behavior identical in its gener- 
al features to that of morphine withdrawal. AG-3-5, another 
chemical stimulant of shaking, produced specific sensations of 
cold in man by a peripheral site of action. Shaking movements 
elicited by a variety of stimuli were inhibited by central admin- 
istration of nanomolar doses of drugs that act as agonists on 
opiate, muscarinic, and alpha-adrenergic receptors. These obser- 
vations may provide information on: 1) the identity of sub- 
stances in brain that, when released, provoke opiate withdrawal 
signs and symptoms; 2) the chemical nature of substances that 
stimulate peripheral cold receptors; and 3) the pharmacologic 
classification of centrally acting agents that attenuate withdraw- 
al and produce antinociception. 32 references. (Author abstract 
modified) 
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004249 Weiner, William J.; Carvey, Paul; Nausieda, Paul A.; 
Goetz, Christopher G.; Klawans, Harold L. Dept. of Neurologi- 
cal Sciences, Rush-Presbyterian St. Lukes Medical Center, 1725 
W. Harrison Street, Chicago, IL 60612 The effect of chronic le- 
vodopa on haloperidol induced behavioral supersensitivity in the 
guinea pig. Life Sciences. 28(19):2173-2178, 1981. 


Levodopa/carbidopa was administered chronically (21 days) 
to male Hartley guinea-pigs made behaviorally supersensitive by 
prior administration of haloperidol for 21 days. Animals that 
showed an increased behavioral response to apomorphine after 
chronic haloperidol were retested for apomorphine stereotypy 
after levodopa/carbidopa treatment. Chronic levodopa and 
chronic haloperidol control groups remained supersensitive to 
the behavioral effect of apomorphine, but responses to apomor- 
phine in rats treated with levodopa and haloperidol returned to 
normal. Results suggest that levodopa may reverse dopaminer- 
gic supersensitivity induced by neuroleptic drugs and be a useful 
therapeutic agent in tardive dyskinesia. 35 references. (Author 
abstract modified) 


004250 White, Francis J.; Holohean, Alice M.; Appel, James B. 
Behavioral Pharmacology Laboratory, Dept. of Psychology, 
University of South Carolina, Columbia, SC 29208 Lack of spec- 
ificity of an animal behavior model for hallucinogenic drug action. 
Pharmacology Biochemistry and Behavior. 14(3):339-343, 1981. 


The frequency of limb flicking (LF) and abortive grooming 
(AG) was studied in cats treated with d-lysergic acid diethyla- 
mide (d-LSD), 0.01 to 0.16mg/kg) or a variety of related but 
nonhallucinogenic compounds. LF frequency was increased 
after d-LSD, lisuride, quipazine, and apomorphine. AG was in- 
creased after d-LSD, lisuride, and quipazine. Cocaine did not 
elicit either behavior. Results indicate that LF and AG in cats is 
not a reliable model of hallucinogenic drug action in humans. 43 
references. (Author abstract modified) 


004251 Williams, Evan F.; Rice, Kenner C.; Mattson, Mariena; 
Paul, Steven M.; Skolnick, Phil. Skolnick: Laboratory of Bioor- 
ganic Chemistry, NIAMDD, NIH, Building 4, Room 212, Be- 
thesda, MD 20205 In vivo effects of two novel alkylating benzo- 
diazepine, irazepine and Pharmacology Biochemistry 
and Behavior. 14(4):487-491, 1981. 


Intracerebroventricular administration of the alkylating ben- 
zodiazepines irazepine or kenazepine (20nmol) resulted in com- 
plete protection against convulsant doses of pentylenetetrazole 
(PTZ) for at least 1 hour in NIH General Purpose mice. Signifi- 
cant protection against seizures was observed for at least 2 
hours after irazepine and at least 4 hours after kenazepine. No 
anticonvulsant effects were detected after administration of the 
nonalkylating parent benzodiazepine Ro-7/1986 or diazepam (20 
to 60nmol). Results suggest that alkylating benzodiazepines that 
bind to brain benzodiazepine receptors in a noncompetitive (co- 
valent) manner in vitro can exert a long-lasting convulsant 
effect. 8 references. (Author abstract modified) 


004252 Willner, P.; Theodorou, A.; Montgomery, A. Psycholo- 
gy Dept., City of London Polytechnic, Old Castle St., London 
El 7NT, England Subchronic treatment with the tricyclic anti- 
depressant DMI increases isolation-induced fighting in rats, Phar- 
macology Biochemistry and Behavior. 14(4):475-479, 1981. 


Individually housed male Lister hooded rats treated with des- 
methylimipramine (DMI, 20mg/kg for 7 days ) were more 
likely than controls to attack an intruder rat placed in their 
home cage and were more likely than controls to submit when 
attacked by an intruder. These behavioral changes were not 
seen at lower doses of DMI. Similar results were obtained when 
a drugged animal and control were placed together in a neutral 
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cage; in this paradigm, lower doses of DMI were effective if the 
period of drug treatment was increased or if 3 to 4 days of drug 
withdrawal preceded behavioral testing. A dose dependent 
resistance to handling developed during drug treatment, and 
drugged animals showed weight loss and decreased open-field 
activity. 45 references. (Author abstract modified) 


004253 Woods, J. H. Dept. of Pharmacology, University of 
Michigan, Ann Arbor, MI 48104 Narcotic-reinforced responding: 
a rapid evaluation procedure. Drug and Alcohol Dependence. 
5:223-230, 1980. 


Rhesus monkeys were conditioned to lever-press for intrave- 
nous injections of codeine. The self-injection behavior was 
brought under the control of a schedule of drug delivery and 
access to the codeine schedule was made available twice each 
day. Subsequently, a variety of doses of codeine and saline were 
compared to the dose used to condition and maintain self-injec- 
tion responding. Each change in drug condition was maintained 
for only a single experimental session. The procedure is recom- 
mended for rapid evaluation of drugs for their capacity to rein- 
force self-injection behavior. (Journal abstract) 


004254 Woolf, Clifford J. Dept. of Physiology, Middlesex Hos- 
pital Medical School, London W1P 6DB, England Intrathecal 
high dose morphine produces hyperalgesia in the rat. Brain Re- 
search. 209(2):491-495, 1981. 


Intrathecal microinjections of high doses of morphine in the 
rat were found to produce algesia, hyperalgesia, and hypersthe- 
sia as opposed to the analgesia found at lower doses. This hy- 
peralgesia is not naloxone reversible and is only partially stereo- 
specific. Morphine-3-glucuronide produces the hyperalgesia at 
low doses. This morphine hyperalgesia may be mediated by a 
class of receptors similar to that which produces opiate induced 
central excitation. The intrathecal morphine hyperalgesia is of 
some clinical interest because of its resemblance to conditions 
such as trigeminal neuralgia where innocuous stimuli can pro- 
voke paroxysmal attacks of pain. 18 references. (Author abstract 
modified) 


004255 Yakimovskiy, A. F. Lab. fiziologii vysshey nervnoy 
deyatel'nosti, Institut fiziologii im. I. P. Pavlova, AN SSSR, 
Leningrad, USSR /Avoidance response in rats after injection of 
dopamine into the neostriatum./ Reaktsii izbeganiya u krys pri 
vvedenii dofamina v neostriatum. Fiziologicheskiy Zhurnal 
SSSR imeni I. M. Sechenova. 66(9):1312-1318, 1980. 


Avoidance response after injection of dopamine into the neos- 
triatum was studied in 39 white male rats. A conditioned avoid- 
ance reflex was developed in a chamber, half of which was dark 
and half of which was bright, using a metronome signal and 
electric shocks. Cannulas were implanted in the rostral region of 
the neostriatum in some of the animals and in the dorsal region 
in others. Tests were begun 4 to 5 days after implantation. Do- 
pamine was administered in a physiological solution. In a con- 
trol group only the solvent was administered. Results show that 
the avoidance response in rats is facilitated by the administration 
of 3mcg of dopamine in the dorsal area of the neostriatum. This 
suggests functional differentiation between the dorsal and ven- 
tral parts of the rat neostriatum, which probably is due to the 
dopaminergic nigrostriatal pathway. 20 references. (Journal ab- 
stract modified) 


004256 Yamada, K.; Furukawa, T. Dept. of Pharmacology, 
School of Medicine, Fukuoka University, Fukuoka 814, Japan 
Behavior of rats and mice administered active metabolites of flu- 
phenazine, 7-hydroxy-fluphenazine and fluphenazine-sulfoxide. 
Archives Internationales de Pharmacodynamie et de Therapie. 
248(1):76-85, 1980. 


The behavioral effects of 7-hydroxy-fluphenazine and fluphen- 
azine-sulfoxide, the main metabolites of fluphenazine (FZ), were 
studied in male ddY mice and male Wistar rats. The metabolites 
inhibited open-field behavior and methamphetamine induced hy- 
peractivity, lowered body temperature, and elicited catalepsy in 
mice, as did FZ enanthate, FZ decanoate, and FZ dihydrochlor- 
ide. After intramuscular administration, the onset of action of 
FZ decanoate, FZ enanthate, and their metabolites was some- 
what delayed, compared to findings with FZ dihydrochloride. 
The duration of action of FZ enanthate and FZ decanoate was 
longer than that of FZ dihydrochloride and metabolites. FZ me- 
tabolites decreased stereotypy induced by 4mg/kg i.p. apomor- 
phine and yawning elicited by 0.25mg/kg apomorphine in rats. 
Results suggest that 7-hydroxy-FZ and FZ-sulfoxide exert their 
psychotropic actions by blocking presynaptic and postsynaptic 
dopamine receptors and that formation of active metabolites 
may affect the prolonged therapeutic action of depot type prep- 
arations of FZ. 22 references. (Author abstract modified) 


004257 Yanaura, Saizo; Suzuki, Tsutomu; Kawai, Teiko. Dept. 
of Pharmacology, Hoshi College of Pharmacy, Shinagawa-ku, 
Tokyo 142, Japan Eating behavior reveals rats’ for 
morphine. Japanese Journal of Pharmacology. 30(2):145-155, 
1980. 


An automatic food intake measuring apparatus (food intako- 
meter) was used to study the eating behavior of morphine de- 
pendent male Sprague-Dawley rats. Morphine dependent rats 
approached both morphine admixed food and drug free food at 
the beginning of a choice trial, but preferred the morphine ad- 
mixed diet. The eating time of morphine dependent rats was 
prolonged compared to that of naive rats; drug dependent ani- 
mals ate morphine admixed food during the day as well as at 
night. When dependent rats were given morphine prior to the 
choice trial, consumption of morphine admixed food was inhib- 
ited in a dose dependent manner and consumption of the drug 
free diet was increased. When dependent rats were given access 
to drug free food for 1 hour before the choice trial, consump- 
tion of morphine admixed food was markedly enhanced. Results 
suggest that rats show drug seeking behavior and are able to 
control their required maintenance dose. 31 references. (Author 
abstract modified) 


004258 Yanaura, Saizo; Uesugi, Jiro; Suzuki, Tsutomu; Kawai, 
Teiko. Dept. of Pharmacology, Hoshi College of Pharmacy, 
Shinagawa-ku, Tokyo 142, Japan Oral self-administration of 

in rats. Japanese Journal of Pharmacology. 30(2):258- 
261, 1980. 


Morphine self-administration was studied in male Wistar rats 
in an operant discrimination task. Results indicated that rats 
could discriminate between morphine admixed pellets and drug 
free pellets and that oral ingestion of morphine reinforced lever- 
pressing behavior. Despite changes in the fixed-ratio schedule, 
the animals obtained a relatively constant dose of morphine. 
This finding suggests that animals may have been ingesting a 
maintenance level dose of morphine. 10 references. 


004259 Young, Gerald A.; Wolf, Daniel L.; Steinfels, George 
F.; Khazan, Naim. Dept. of Pharmacology and Toxicology, 
University of Maryland School of Pharmacy, 636 West Lom- 
bard St., Baltimore, MD 21201 Morphine challenges in levo- 
alpha-acetylmethadol (LAAM) post-addict rats. Life Sciences. 
28(13):1523-1527, 1981. 


The EEG and behavioral effects of morphine challenges in 
levo-alpha-acetylmethadol (LAAM) postaddict rats were inves- 
tigated. LAAM postaddict rats and control Ss were challenged 
with 10mg/kg of morphine at 15 days, 1 month, 3 months, and 
6 months postwithdrawal. In control rats, morphine challenges 


produced a biphasic response consisting of 60 to 90 minutes of 
EEG slow-wave bursts and behavioral depression followed by 
60 to 90 minutes of EEG and behavioral arousal. In LAAM 
postaddict rats on day 15 of abstinence, morphine challenges 
produced primarily EEG and behavioral arousal for 2 or 3 
hours with little or no depression. At 1 and 3 months, morphine 
challenges still produced more immediate and sustained EEG 
and behavioral arousal during the initial 2 hours than in control 
rats. At 6 months, their responses were identical to control rats. 
Results are indicative of protracted abstinence in LAAM pos- 
taddict rats, and are analogous to those previously reported for 
morphine postaddict rats. 19 references. (Author abstract modi- 
fied) 


004260 Young, Richard; Glennon, Richard A.; Rosecrans, John 
A. Dept. of Pharmaceutical Chemistry, Medical College of Vir- 
ginia, Virginia Commonwealth University, Richmond, VA 
23298 Discriminative stimulus properties of the hallucinogenic 
agent DOM. Communications in Psychopharmacology. 4(6):501- 
506, 1980. 


Rats were trained to discriminate injections of the hallucino- 
genic agent, 2,5-dimethoxy-4-methyl-phenylisopropylamine 
(DOM, 1mg/kg) from saline in a two lever drug discrimination 
task. After the discrimination was learned, generalization of the 
DOM stimulus to 5-methoxy-N,N-dimethyltryptamine (5-OM 
DMT) was examined, as was the possible antagonism of the 
DOM cue response by the serotonin antagonist, pizotyline (BC- 
105). The results reveal that the DOM stimulus generalized to 5- 
OMe DMT, and that the stimulus response produced by DOM 
could be significantly attenuated by BC-105. It is concluded that 
the stimulus response of DOM and 5-OMe DMT may be medi- 
ated, at least in part, via a similar serotonergic mechanism. 7 ref- 
erences. (Author abstract modified) 


004261 Zaikonnikova, I. V.; Val’dman, A. V.; Kozlovskaya, M. 
M.; Rzhevskaya, G. F. Kafedra farmakologii, Kazanskiy medit- 
sinskiy institut im. S. V. Kurashova, Kazan’, USSR /The phar- 
macological characteristics of the tranquilizing effect of hydi- 
phen./ Farmakologicheskaya kharakteristika trankviliziruyush- 
chego deystviya gidifena. Farmakologiya i Toksikologiya. 
43(4):334-338, 1980. 


The pharmacological characteristics of the tranquilizing effect 
of hydiphen (hydrazide of diphenylphosphinylacetic acid), were 
studied in rats, mice, and cats. Results show that hydiphen de- 
pressed an aroused emotional state of fear and anxiety in the 
animals and reduced conflict in group interaction, but produced 
neither myorelaxation nor an increase in positive emotions. Re- 
sults also show that the drug was not toxic, and had central N- 
cholinolytic, antiadrenergic, and antiserotoninergic effects. 13 
references. (Journal abstract modified) 


004262 Zimakova, I. Ye.; Kamburg, R. A.; Kirshin, S. V. Kafe- 
dra farmakologii, Kazanskiy meditsinskiy institut im. S. V. Kur- 
ashova, Kazan’, USSR /The effect of mebicar on the condition of 
animals under certain extreme circumstances./ Vliyaniye mebi- 
kara na sostoyaniye zhivotnykh pri nebotorykh ekstremal’nykh 
Farmakologiya i Toksikologiya. 43(4):368-371, 


The effect of the new tranquilizer mebicar on the condition of 
rats and mice subjected to extreme stress and hypoxia was stud- 
ied. Results show that: mebicar has a protective effect on some 
characteristics of body function under conditions of stress; the 
antihypoxic effect of the drug occurred with a dosage range of 
100 to 1,000mg/kg, and compared favorably with the effect of 
sodium hydroxybutyrate; and mebicar did not affect the muscle 
tone, movement coordination, or Pree capacity of the ani- 
mals. These results suggest that the normalizing effect of mebi- 
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car as a tranquilizer and antihypoxic agent may be related to its 
metabolic involvement. 18 references. (Journal abstract modi- 
fied) 


004263 Zuardi, A. W.; Finkelfarb, E.; Bueno, O. F. A.; Musty, 
R. E.; Karniol, I. G. Karniol: R. Jose Teodoro de Lima, 44, 
Bairro Cambui, CEP 13100, CAMPINAS-SP, Brazil Character- 
istics of the stimulus produced by the mixture of cannabidiol with 
delta9-t binol. Archives Internationales de Phar- 
macodynamie et de Therapie. 249(1)137-146, 1981. 


Male Wistar rats trained to discriminate 5 mg/kg delta9-tetra- 
hydrocannabinol (THC) from a control solution in a T-maze 
were tested for generalization to 2.5 and 1.25 mg/kg THC, 40 
mg/kg cannabidol (CBD), and mixtures of 5 or 1.25mg/kg THC 
and 40mg/kg CBD. Doses of THC smaller than the training 
dose produced a progressive reduction in the number of correct 
responses and a decrease in running time. CBD increased run- 
ning time, but did not mimic the discriminative stimulus of 
THC. Mixtures of CBD and THC produced THC appropriate 
responses only 50% of the time. Results suggest that stimultan- 
eous administration of two cannabinoids produces a qualitative 
stimulus different from that produced by THC alone. 20 refer- 
ences. (Author abstract modified) 


05 TOXICOLOGY AND SIDE EFFECTS 


004264 Agrawal, A. K.; Seth, P. K.; Squibb, R. E.; Tilson, H. 
A.; Uphouse, L. L.; Bondy, Stephen C. Bondy: Laboratory of 
Behavioral and Neurological Toxicology, NIEHS, P.O. Box 
12233, Research Triangle Park, NC 27709 Neurotransmitter re- 
ceptors in brain regions of acrylamide-treated rats. I: Effects of a 
single exposure to acrylamide. Pharmacology Biochemistry and 
Behavior. 14(4):527-531, 1981. 


A single oral dose of 25 or 50mg/kg acrylamide increased the 
level of striatal 3H-spiroperidol binding in 6-week-old male 
Fischer rats without altering glycine, serotonin, or muscarinic 
cholinergic binding. A large dose (100mg/kg) of acrylamide 
also elevated medullary glycine and frontal cortical serotonin 
binding. Pretreatment with a thiol blocker or a blocker of hepat- 
ic mixed function oxidase prevented the acrylamide-induced ele- 
vation of striatal spiroperidol binding, indicating the effect of 
acrylamide was due to a secondary metabolite. Apomorphine-in- 
duced motility was significantly attenuated by pretreatment with 
acrylamide, suggesting a change in the sensitivity of the dopa- 
mine receptor. 22 references. (Author abstract modified) 


004265 Bondy, S. C.; Tilson, H. A.; Agrawal, A. K. Labora- 
tory of Behavioral and Neurological Toxicology, NIEHS, P.O. 
Box 12233, Research Triangle Park, NC 27709 Neurotransmitter 
receptors in brain regions of acrylamide-treated rats. II: Effects of 
extended exposure to acrylamide. Pharmacology Biochemistry 
and Behavior. 14(4):533-537, 1981. 


Administration of low doses of acrylamide (5 and 10mg/kg) 
to 6-week-old male Fischer rats over a 2 week period (total 
dose, 50 and 100mg/kg) enhanced striatal dopamine and muscar- 
inic cholinergic receptor binding. High dose treatment (20mg/ 
kg, given 10 times) also increased frontal cortical serotonin, 
medullary glycine, and cerebellar GABA receptor binding. 
These effects appeared to be reversible, since ligand binding in 
treated animals 1 week after the final acrylamide dose did not 
differ from control values. The increased muscarinic receptor 
activity appeared to be due to loss of striatal nonreceptor pro- 
tein rather than increased binding, but the increased dopamine 
receptor binding appeared to be due to an increase in overall 
binding capacity. Behavioral responsiveness to apomorphine 
was decreased in rats treated with 10mg/kg acrylamide on 10 
successive days, but this effect had dissipated within 8 days of 
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the final acrylamide injection. 23 references. (Author abstract 
modified) 


004266 Clanachan, A. S.; Marshall, R. J. Dept. of Pharmacol- 
ogy, University of Alberta, Edmonton, Alberta, Canada T6G 
2H7 Potentiation of the effects of adenosine on isolated cardiac 
and smooth muscle by diazepam. British Journal of Pharmacol- 
ogy. 71(2):459-466, 1980. 


The effects of diazepam on the negative inotropic action of 
adenosine in male Hartley guinea-pig atria and the adenosine 
mediated inhibition of neurotransmission in male Sprague- 
Dawley rat vas deferens were examined. Adenosine and 2-chlor- 
oadenosine produced concentration dependent inhibitions of re- 
sponses of the isolated vas deferens to electrical field stimulation 
and concentration dependent decreases in isometric tension in 
the electrically driven isolated left atria. Diazepam had no 
direct effect on either preparation, but significantly potentiated 
the inhibitory action of adenosine on both tissues without alter- 
ing the inhibitory effect of 2-chloroadenosine. The adenosine 
uptake inhibitors hydroxynitrobenzylthioguanosine (HNBTG) 
and dipyridamole potentiated the inhibitory action of adenosine 
in vas deferens, but not those of 2-chloroadenosine. Following 
adenosine uptake inhibition in rat vas deferens by HNBTG, dia- 
zepam failed to produce any significant additional potentiation 
of the inhibitory action of adenosine. It is concluded that poten- 
tiation of adenosine by diazepam may be due to inhibition of 
adenosine uptake. 38 references. (Author abstract modified) 


004267 Gmerek, Debra E.; McCafferty, Mary R.; O’Neill, 
Kevin J.; Melamed, Brian R.; O’Neill, John J. O’Neill, J.: Dept. 
of Pharmacology, Temple University School of Medicine, 3420 
N. Broad St., Philadelphia, PA 19140 Effect of inorganic lead on 
rat brain mitochondrial respiration and energy production. Jour- 
nal of Neurochemistry. 36(3):1109-1113, 1981. 


Toxicologically significant amounts of inorganic lead were 
added to male Sprague-Dawley rat brain mitochondrial prepara- 
tions that did not contain ethylene-diaminetetraacetate or inor- 
ganic phosphate ions. The binding of lead to the mitochondria 
was measured by anodic stripping voltometry. In the presence 
of lead, the respiratory control ratios decreased, indicating a de- 
crease in the degree of dependence of respiration on a phos- 
phate acceptor. The amounts of adenosine triphosphate formed 
from adenosine diphosphate also decreased significantly in the 
presence of inorganic lead. 12 references. (Author abstract 
modified) 


004268 Gordon, John H.; Diamond, Bruce I. Dept. of Pharma- 
cology, University of Health Sciences/Chicago Medical School, 
Chicago, IL Antagonism of dopamine supersensitivity by estro- 
gen: neurochemical studies in an animal model of tardive dyskine- 
sia. Biological Psychiatry. 16(4):365-371, 1981. 


Antagonism of dopamine supersensitivity by estrogen was in- 
vestigated in a series of neurochemical studies in an animal 
model of tardive dyskinesia. The withdrawal from chronic halo- 
peridol or estradiol benzoate (EB) treatment resulted in a behav- 
ioral supersensitivity to dopamine agonists in ovariectomized 
rats. On the other hand, the administration of EB during the 
withdrawal from haloperidol or the continuous treatment with 
EB attenuated or prevented the development of supersensitivity 
to dopamine agonists. The enhanced behavioral sensitivity to 
dopamine agonists was correlated with an increase in 3H-dopa- 
mine binding sites in striatal membranes. The administration of 
EB during the withdrawal from chronic haloperidol treatment 
or the continuous administration of EB decreased or prevented 
the proliferation of dopamine binding sites in the striatum that 
normally occurs upon withdrawal of these two substances. 
These results indicate that exogenous estrogens may modulate 


the number of dopamine receptors in the CNS, and, as such, 
may decrease the incidence and/or relieve the symptoms of tar- 
dive dyskinesia. 24 references. (Author abstract modified) 


004269 Ho, C. C.; Ho, A. K. S. Laboratory of Neurochemistry 
and Neuropharmacology, Dept. of Basic Sciences, University of 
Illinois School of Medicine, Peoria, IL 61605 Ethanol-sedative 
hypnotic interactions: in vitro studies on Na-K-activated adenosine 

. Archives Internationales de Pharmacodynamie et 
de Therapie. 248(1):132-147, 1980. 


Methaqualone and phenobarbital alone or in combination with 
ethanol caused a dose dependent inhibition of male Sprague- 
Dawley rat brain microsomal sodium and potassium activated 
adenosine triphosphatase (Na-K-ATPase) in vitro. The inhibi- 
tory effects were competitive with respect to K and uncompeti- 
tive with respect to magnesium (Mg) dependent ATP for phe- 
nobarbital alone or combined with ethanol. Methaqualone alone 
or combined with ethanol showed an uncompetitive type of in- 
hibition with respect to Mg ATP. Dose dependent inhibition of 
brain Na-K-ATPase activity by disulfiram was independent of 
K and additive with ethanol. Pyrazole had no effect on brain 
Na-K-ATPase activity. Inhibition by methaqualone and pheno- 
barbital appeared to depend on K and Na/K ratio in the reac- 
tion medium. The combined effects of ethanol and the other 
CNS depressants on brain Na-K-ATPase activity may contrib- 
ute to their interaction toxicities. 37 references. (Author abstract 
modified) 


004270 Imbs, Jean-Louis; Singer, Leonard; Danion, Jean-Marie; 
Schmidt, Mariette; Zawilslak, Richard. Institut de Pharmacolo- 
gie et de Medecine experimentale, 11, rue Humann, F-67000 
Strasbourg, France Effects of indomethacin and methylpredniso- 
lone on renal elimination of lithium in the rat. International Phar- 
macopsychiatry. 15(3):143-149, 1980. 


The effects of human therapeutic doses of methylprednisolone 
and indomethacin on the urinary elimination of lithium, sodium, 
and phosphate in the rat were investigated. Wistar rats were 
given lithium chloride after treatment with indomethacin, meth- 
ylprednisolone, or their solvents for 5 days. Lithium and creati- 
nine clearance and urinary elimination of sodium and phosphate 
were determined. Indomethacin increased while methylpredni- 
solone decreased the fractional tubular reabsorption of lithium. 
The quantity of lithium eliminated in the urine was correlated 
with the urinary elimination of sodium and phosphate. The ef- 
fects of the anti-inflammatory drugs on renal elimination of lith- 
ium seems linked to their effects on proximal sodium 
tion. Implications for human treatment are noted. 17 references. 
(Author abstract modified) 


004271 Laties, Victor G.; Evans, Hugh L. Dept. of Radiation, 
Biology and Biophysics, University of Rochester Medical 
Center, Rochester, NY 14642 Methylmercury-induced changes in 
operant discrimination by the pigeon. Journal of Pharmacology 
and Experimental Therapeutics. 214(3):620-628, 1980. 


Methylmercury-induced changes in operant discrimination by 
the pigeon were investigated. Pigeons were trained on a fixed 
consecutive number schedule of reinforcement, pecking eight or 
nine times on one key (a run) before making the single response 
on a second key that was reinforced if the number requirement 
had been met. Percentage of reinforcers earned and rate at 
which the birds pecked both decreased while variability of run 
length increased after enough methylmercury had Leen given to 
produce blood mercury concentrations between 13ppm and 
27ppm. Some birds also showed consistent shortening of run 
length throughout the time of maximum poisoning. Because 
ataxia was a common accompaniment of the changes in operant 
behavior, other methods of producing ataxia were also studied 


in some birds. The pattern of changes induced with these meth- 
ods did not match that observed after methylmercury. 26 refer- 
ences. (Author abstract modified) 


004272 Lee, M. J.; Clement, J. G. Biomedical Section, Defence 
Research Establishment Suffield, Ralston, Alberta, TOJ 2NO 
Canada Respiratory depression produced by diazepam in cats: 
effect of anaesthesia. Archives Internationales de Pharmacodyn- 
amie et de Therapie. 248(2):289-293, 1980. 

In adult cats anesthetized with chloralose, spontaneous respi- 
ration ceased within 3 minutes of injection of 0.37mg/kg diaze- 
pam into the left femoral vein. Mean arterial pressure fell from a 
control level of 99.4 mmHg to 32.5 mmHg. The animals recov- 
ered if artificial ventilation was initiated immediately. No respi- 
ratory depression was observed after i.v. administration of dia- 
zepam to cats anesthetized with ketamine. 12 references. 
(Author abstract modified) 


004273 Levine, Seymour; Sowinski, Richard. Pathology Dept., 
New York Medical College, Westchester County Medical 
Center, Valhalla, NY 10595 Lesions of amygdala, pyriform 
cortex and other brain structures due to dipiperidinoethane intoxi- 
cation. Journal of Neuropathology and Experimental Neurol- 
ogy. 39(1):56-64, 1980. 


Single doses of dipiperidinoethane (DPE) produced symmetri- 
cal necrosis in pyriform cortex, amygdala, and other areas of 
gray matter in rats, mice, and gerbils. The necrosis was detect- 
able in 10 hours and fully developed in 24 hours. Its distribution 
and severity were not influenced by carotid artery ligation. 
DPE was not a cumulative poison. There was a high degree of 
chemical specificity: neurotoxic activity was present in DPE de- 
rivatives modified by methylation of the two piperidine rings, 
but not in derivatives with different ring systems or different 
connecting chains. 18 references. (Author abstract modified) 


004274 Matin, M. A.; Jaffery, F. N.; Siddiqui, R. A. Industrial 
Toxicology Research Centre, Post Box 80, Mahatma Gandhi 
Marg, Lucknow, Uttar Pradesh, India A possible neurochemical 
basis of the central effects of pp'DDT. Journal of 
Neurochemistry. 36(3):1000-1005, 1981. 


Oral administration of 600mg/kg 1,1,1-trichloro-2,2-bis(4’- 
chlorophenyl)ethane (pp’DDT) to male albino mice induced an 
increase in the concentration of free ammonia, a decrease in the 
level of GABA, and a reduction in the level of acetylcholine in 
the striatum. These changes were maximal 5 hours after admin- 
istration, when the animals developed severe convulsions. The 
increase in free ammonia was not altered by drugs that abol- 
ished or reduced convulsions, such as phenobarbitone, prominal, 
and aminooxyacetic acid. Results suggest that pp’DDT pro- 
duces stimulatory effects by increasing the concentration of am- 
monia, which may lower the GABA level. Changes in acetyl- 
choline levels may be an effect of the pp'DDT-induced convul- 

sions. 42 references. (Author abstract modified) 


004275 Oktay, Sule; Onur, Rustu; Ilhan, Mustafa; Turker, R. 
Kazim. Turker: A. U. Tip Fakultesi, Farmakoloji Kursusu, Sih- 
hiye, Ankara, Turkey Potentiation of the morphine-induced respi- 
ratory rate depression by captopril. European Journal of Pharma- 
cology. 70(3):257-262, 1981. 

Captopril, an angiotensin converting enzyme inhibitor poten- 
tiated the inhibitory effect of morphine on respiratory rate in 
adult albino mice. Respiratory frequency was significantly re- 
duced by 10.0mg/kg morphine, but gradually returned to con- 
trol level 2 hours after injection. No recovery was observed in 
the 3.5 hours after injection when 10.0mg/kg morphine was 
given together with captopril (0.1 and 1.0mg/kg) or after capto- 
pril pretreatment. The degree of respiratory depression in mice 


Psychopharmacology Abstracts 


given 3.0mg/kg morphine after captopril pretreatment was 
equal to that observed after 10.0mgkg morphine alone. The pos- 
sible inhibitory effect of captopril on enkephalin degrading en- 
zymes is discussed. 20 references. (Author abstract modified) 


004276 Raabe, Winfried A. Dept. of Neurology, V. A. Medical 
Center, Minneapolis, MN 55417 Ammonia and disinhibition in 
cat motor cortex by ammonium acetate, monofluoroacetate and in- 
sulin-induced hypoglycemia. Brain Research. 210(1-2):311-322, 
1981. 


Ammonia intoxication abolished the suppression of action po- 
tential generation by cortical postsynaptic inhibition by inacti- 
vating neuronal chloride ion (Cl-) extrusion in cats. The disinhi- 
bition by ammonia intoxication occurred when ammonia con- 
centrations in cerebral cortex were increased to 320% of 
normal. Fluoroacetate poisoning and insulin-induced hypoglyce- 
mia also abolished suppression of action potential generation by 
cortical postsynaptic inhibition, but this disinhibition occurred 
prior to the increase in ammonia concentration associated with 
these conditions. Results indicate that toxic metabolic encepha- 
lopathies that increase cerebral ammonia concentrations beyond 
320% of normal may produce a dysfunction in the CNS due to 
inactivation of neuronal Cl- extrusion, leading to ineffective cor- 
tical inhibition. However, in fluoroacetae poisoning and insulin- 
induced hypoglycemia, the increased ammonia concentrations in 
the CNS appear to have only a secondary role in initiating CNS 
dysfunction. 37 references. (Author abstract modified) 


004277 Rebert, Charles S. Neuroscience Laboratory, SRI Inter- 
national, Menlo Park, CA 94025 The brain stem auditory evoked 
response as a tool in neuro-behavioral toxicology and medicine. 
Progress in Brain Research. 54:458-462, 1980. 


Brainstem auditory evoked responses (BAERs) were recorded 
in Fischer rats treated daily with misonidazole. The first compo- 
nent of the BAER was only slightly affected, indicating little 
effect on the peripheral transducer or eighth nerve. Later com- 
ponents increased in latency, indicating a significant effect on 
central tract conduction velocity. Results indicate that the 
BAER can be a valuable tool in neurobehavioral toxicology. 15 
references. 


004278 Shimomura, Kyoichi; Satoh, Yoshihiko; Mori, Jo. Re- 
search Laboratories, Fujisawa Pharmaceutical Co. Ltd., Yo- 
dogawa-ku, Osaka 532, Japan Characteristic hyperpyrexia in- 
duced by LiCl and tranylcypromine in rats. Japanese Journal of 
Pharmacology. 30(2):268-271, 1980. 


The monoamine oxidase inhibitor tranylcypromine (TCP, 
16mg/kg) induced hyperpyrexia in male Sprague-Dawley rats 
pretreated with lithium chloride (250mg/kg/day for 4 days), but 
not in those pretreated with 250mg/kg/day sodium chloride, 

ium chloride, rubidium chloride, or cesium chloride. TCP 
also failed to induce hyperpyrexia in rats pretreated with chlor- 
promazine, haloperidol, fluphenazine, sulpiride, chlordiazepox- 
ide, diazepam, imipramine, methamphetamine, tolazoline, phen- 
tolamine, propranolol, or cyproheptadine. A low incidence of 
hyperpyrexia was observed in rats given pargyline, iproniazid, 
or nialamide after pretreatment with lithium chloride. Results 
indicate that hyperpyrexia is induced specifically by the combi- 
nation of lithium chloride and TCP. 5 references. 


004279 Stainthorp, S. F.; Morton, A. K.; Pleuvry, B. J. 
Pleuvry: Dept. of Pharmacology, University of Manchester, 
Manchester, England The effects of nefopam on blood acid-base 
status in the rabbit: interactions with morphine in the mouse and 
rabbit. Journal of Pharmacy and Pharmacology. 32(10):689-692, 
1980. 
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Nefopam, a nonnarcotic analgesic with antidepressant and 
central muscle relaxant activity, had only minor effects on the 
blood pH, carbon dioxide pressure (PCO02), and standard bicar- 
bonate of conscious half lop white rabbits. However, the in- 
crease in PC02 observed after combined administration of 
2.5mg/kg nefopam and 1mg/kg morphine was greater than that 
observed after morphine alone. Nefopam also increased the an- 
tinociceptive and respiratory depressant effects of morphine in 
female Manchester mice. 13 references. (Author abstract modi- 
fied) 


004280 Stark, Paul; Dews, P. B. Lilly Research Laboratories, 
307 E. McCarty St., Indianapolis, IN 46285 Cannabinoids. II. 
Cardiovascular effects. Journal of Pharmacology and Experimen- 
tal Therapeutics. 214(1):131-138, 1980. 


The cardiovascular effects of two new cannabinoids, nabilone 
and canbisol, were compared with those of chlordiazepoxide 
(CDZ) and delta9-tetrahydrocannabinol (THC) in several spe- 
cies. In rabbits, i.v. injections of THC, nabilone, and canbisol in- 
duced modest falls in blood pressure (BP) and heartrate (HR), 
but CDZ had no effect. In dogs, i.v. administration of THC and 
CDZ had no cardiovascular effects, but nabilone caused a 
modest, delayed increase in BP and canbisol induced modest hy- 
potension. Repeated daily oral administration of canbisol 
(0.16mg/kg) to hypertensive rats decreased BP, with no sign of 
tolerance to this effect. In rhesus monkeys, 0.lmg/kg THC, 
0.0img/kg nabilone, and 0.003mg/kg canbisol i.v. caused 
modest falls in BP with little consistent change in HR; large 
doses of THC, nabilone, or canbisol produced sustained hypo- 
tension interrupted by dramatic periods of hypertension. CDZ 
had no cardiovascular effects except in massive doses (30 and 
100mg/kg), which increased BP. It is suggested that the influ- 
ence of cannabinoids on behavior and skeletal muscular activity 
contributes to their cardiovascular effects. 10 references. 
(Author abstract modified) 


004281 Thurston, Jean Holowach; Hauhart, Richard E.; Dirgo, 
John A. Dept. of Pediatrics, St. Louis Children’s Hospital, 500 
S. Kingshighway Blvd., P.O. Box 14871, St. Louis, MO 63178 
Effects of a single therapeutic dose of glycerol on cerebral metab- 
olism in the brains of young mice: possible increase in brain glu- 
cose transport and glucose utilization. Journal of Neuroche- 
mistry. 36(3):830-838, 1981. 


The effects of a single dose of glycerol (2g/kg i.p.) on brain 
carbohydrate and energy metabolism was studied in normal 
nursing weanling Swiss-Webster mice. Plasma glucose increased 
33% and brain glucose increased 87%, suggesting increased 
transport of glucose from the blood to the brain. Increases in 
fructose-1,6-diphosphate, lactate, alpha-ketoglutarate, and malate 
suggested increased metabolic flux in the glycolytic pathway 
and Krebs citric acid cycle. These changes may be due to the 
effects of the hyperosmolar glycerol solution on the blood-brain 
barrier and on cerebral glucose utilization. 50 references. 
(Author abstract modified) 


004282 Waddington, John L.; Gamble, Stephen J.; Bourne, 
Rachel C. Division of Psychiatry, M.R.C. Clinical Research 
Center, Watford Road, Harrow, Middlesex HA1 3UJ, England 
Sequelae of 6 months continuous administration of cis(Z)- and 
trans(E)-flupenthixol in the rat. European Journal of Pharmacol- 
ogy. 69(4):511-513, 1981. 


Male Sprague-Dawley rats were treated continuously for 6 
months with cis(Z)-flupenthixol or trans(E)-flupenthixol in the 
drinking water. Stereotypic responses to 0.15mg/kg apomor- 
phine were enduringly and stereospecifically antagonized by 
cis(Z)-flupenthixol at 0.5 to 1.0mg/kg/day or 1.4 to 3.0mg/kg/ 
day. Responses to 1.0mg/kg apomorphine were antagonized 


after 5 days of cis(Z)-flupenthixol (1.4 to 3.0mg/kg/day), but 
were enhanced after 6 months of neuroleptic treatment. Results 
indicate that dopamine dependent processes may be differential- 
ly sensitive to adaptation during extended neuroleptic treatment. 
10 references. (Author abstract modified) 


004283 Yasuhara, Hajime; Matsuo, Hiroyuki; Sakamoto, Koji; 
Ueda, Issaku. Dept. of Pharmacology, School of Medicine, 
Showa University, 1-5-8 Hatanodai, Shinagawa-ku, Tokyo 142, 
Japan Mechanism of membrane stabilizing and lytic effects of tri- 
cyclic an its. Japanese Journal of Pharmacology. 
30(3):397-401, 1980. 


The membrane stabilizing and lytic effects of tricyclic anti- 
depressants were studied in rat erythrocytes and hepatocytes. 
Chlorimipramine (CIM) had a membrane stabilizing effect on 
erythrocytes at low concentrations and a hemolytic effect at 
higher concentrations, which also caused marked, temperature 
dependent enzyme leakage from hepatic cells. Desipramine 
(DMI) and imipramine (IM) also had a membrane stabilizing 
action on erythrocytes and hepatocytes, but these effects were 
not as great as those of CIM. CIM damaged the liver plasma 
membrane when the tissue was exposed to temperatures of 20 to 
25 degrees C, whereas IM and DMI stablized the plasma mem- 
brane at this temperature range and decreased enzyme leakage 
from cells. Results are discussed in relation to the hepatotoxicity 
of tricyclic antidepressant drugs. 15 references. 


004284 Zbinden, G.; Ettlin, R.; Bachmann, E. Institut fur Toxi- 
kologie, ETH, Universitat Zurich, Schorenstrasse 16, CH-8603 
Zurich, Switzerland Electrocardiographic changes in rats during 
chronic treatment with antidepressant and neuroleptic drugs. Arz- 
neimittel-Forschung. 30(10):1709-1715, 1980. 


Five antidepresants, three phenothiazines and five butyro- 
phenone neuroleptics were administered to rats orally at maxi- 
mally tolerated doses for 22 weeks. The electrocardiogram 
(EKG) was recorded weekly. In animals treated with anti- 
depressants, quinidine-like changes of the atrioventricular and 
intraventricular conduction developed. There were also eleva- 
tion of T-wave, and right rotation of the electrical axis. Diben- 
zepine had the least effect on the EKG. In the group of phen- 
othiazines, chlorpromazine-induced tachycardia and thioridazine 
widening of the QRS complex. Prothipendyl had no effect. 
EKG changes induced by some of the butyrophenone deriva- 
tives were tachycardia and widening of the QRS complex. In 
rats treated with protryptiline the EKG changes were correlat- 
ed with drug concentrations in serum and myocardial tissue. 
The studies provide a quantitative assessment of the cardiac ef- 
fects of clinically proven psychotropic drugs. They will be 
useful as a baseline for preclinical evaluation of new derivatives. 
30 references. (Author abstract) 


06 METHODS DEVELOPMENT 


004285 Bohlen, Peter; Neckers, Leonard M. Neuroendocrino- 
logy Laboratories, Salk Institute, San Diego, CA 92212 High 
performance liquid chromatography in the neurosciences: method- 
ology. In: Hanin, I., Physico-chemical methodologies in psychi- 
atric research. New York, Raven Press, 1980. 265 p. (p. 1-22). 


The methodology of high pressure liquid chromatography 
(HPLC) is discussed in relation to the separation and detection 
of substances of interest to neuroscientists. The separation proc- 
esses involved in HPLC and conventional liquid chromato- 
graphy are compared. Ultraviolet, fluorescence, and electro- 
chemical detectors commonly used in HPLC are described. Al- 
though HPLC is comparable to gas chromatography/mass spec- 
trometry (GCMS) in resolving power and detection sensitivity, 
it is generally better studied than GCMS for the analysis of mol- 


origin. Separation times are usually less than 
and sample preparation prior to chromato- 
70 references. 


T.; Duhaime, J.; Savard, C.; Truong, L.; 


lamine sulfates. Journal of Neurochemistry. 36(2):769-772, 1981. 


A new method of measuring catecholamine (CA) sulfate per- 
mitted its detection in Sprague-Dawley rat brain. CA sulfate 


ypothalamus, striatum, and hippocampus by this 
method. 15 references. (Author abstract modified) 


004287 Carroll, Marilyn E.; Santi, Peter A.; Rudell, Richard L. 
Psychiatry Research Unit, Mayo Box 392, University of Minne- 
sota, Minneapolis, MN 55455 A microcomputer system for the 
control of behavioral Pharmacology Biochemistry 
and Behavior. 14(3):415-417, 1981. 


A self-contained microcomputer control system is described 
for controlling and recording events from behavioral experi- 
ments using a low cost microcomputer (the Rockwell AIM-65) 
and the BASIC language. Features of the system include a 
printer, alphanumeric display, 4K RAM, 8K BASIC on read 
only memory, a cassette interface, a power supply, and a con- 
trol interface. The control interface allows for 16 inputs and 16 
ouputs and includes a real time clock and versatile machine lan- 
guage subroutines for controlling and recording real time 
events. The use of this microcomputer system to study oral 
drug self-administration in rhesus monkeys is described. 5 refer- 
ences. (Author abstract modified) 


004288 Consroe, Paul; Fish, Barbara Schneiderman. Dept. of 
Pharmacology and Toxicology, University of Arizona College 
of Pharmacy, Tucson, AZ 85721 Behavioral pharmacology of te- 
trahydrocannabinol convulsions in rabbits. Communications in 
Psychopharmacology. 4(4):287-291, 1980. 


The behavioral pharmacology of tetrahydrocannabinol (THC) 
convulsion in rabbits was studied in an inbred colony of TCH 
seizure susceptible rabbits. THC, the major psychoactive ingre- 
dient of marihuana, causes nonfatal convulsions in a selected 
line of genetically unique rabbits. Convulsions occur at a mini- 
mally effective dose of .0Smg/kg, and they increase in severity 
with increasing doses. It is noted that these THC dose findings 
parallel those reported for THC-induced psychoactivity in 
humans. These rabbit/human correlates, coupled with the speci- 
ficity of rabbit response to only the psychoactive cannabinoids, 
add validity to the THC seizure susceptible rabbit as an animal 
model that is reflective of the psychoactive component of can- 
nabinoids. 10 references. (Author abstract modified) 


004289 Cowan, Alan. Dept. of Pharmacology, Temple Univer- 
sity School of Medicine, Philadelphia, PA 19140 Mini-Sympo- 
sium: III, Simple in vivo tests that differentiate prototype 
at opiate receptors. Life Sciences. 28(14):1559-1570, 1981. 


Benzomorphans that are prototype agonists at postulated 
opiate receptors in chronic spinal dogs have been compared 
using two easily quantifiable endpoints: 1) rat behavior in a Y- 
maze; and 2) seizure thresholds of rats exposed to flurothyl, a 
volatile convulsant. The sigma receptor agonists, cyclazocine 
and SK&F 10,047 (N-allyinormetazocine), caused naloxone in- 
sensitive behavioral arousal and bizarre behavior when rats 
were placed in the novel environment of a Y-maze; reverse tol- 
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erance was associated with multiple doses of cyclazocine. In 
contrast, phenazocine, ethylketocyclazocine and pentazocine 
elicited behavioral depression. In the seizure test, a considera- 
tion of qualitative effects, stereospecificity, interactions between 
key agonists and antagonists, and multiple dosing schedules has 
allowed benzomorphan agonists at mu, kappa, and sigma recep- 
tors to be grouped such that cyclazocine, phenazocine, ethylke- 
tocyclazocine and pentazocine are distinguishable from one an- 
other. It is suggested that both procedures are suitable compo- 
nents of a battery of standardized tests aimed at differentiating 
opiate receptors in vivo. 56 references. (Author abstract) 


004290 Hanin, Israel; Shih, Tsung-Ming. Dept. of Psychiatry, 
University of Pittsburgh School of Medicine, Pittsburgh, PA 
15261 Gas chromatography, mass spectrometry, and combined gas 
chromatography-mass spectrometry. In: Hanin, I., Physico-chemi- 
cal methodologies in psychiatric research. New York, Raven 
Press, 1980. 265 p. (p. 111-154). 


The basic principles of gas chromatography (GC) and mass 
spectrometry (MS) are reviewed, and the use of combined GC/ 
MS to separate, identify, and quantify substances of biological 
origin is discussed. The steps involved in setting up a GC/MS 
assay for qualitative or quantitative analysis are outlined. Inte- 
gration of GC/MS with other laboratory techniques in studies 
of neurotransmitter function in the CNS is discussed. The use of 
GC/MS to study the incorporation of labeled dietary choline 
into brain acetylcholine in mice is described. 30 references. 


004291 Jindal, Satya P.; Lutz, Theresa; Vestergaard, Per. 
Rockland Research Institute, Orangeburg, NY 10962 GLC-mass 
spectrometric determination of maprotiline and its major metabo- 
lite using stable isotope-labeled analog as internal standard. Jour- 
nal of Pharmaceutical Sciences. 69(6):684-687, 1980. 


A quantitative GLC/mass spectrometric assay was developed 
for the determination of maprotiline and its major metabolite, 
desmethylmaprotiline, in animal and human plasma. The assay 
utilizes selective ion focusing to monitor, in a GLC effluent, the 
fragment ions and the base peaks of maprotiline and desmethy]- 
maprotiline trifluoroacetami generated by electron impact 
ionization. Maprotiline-d3 was the internal standard. The assay 
can measure 2 ng of maprotiline (and the metabolite)/ml of 
plasma with approximately 5% precision. The curves relating 
the amounts of maprotiline and the metabolite added versus the 
amounts experimentally found over a large concentration range 
were linear with nearly zero intercepts and slopes of approxi- 
mately 0.99 and 0.98, respectively. The method was used to 
study the pharmacokinetic pattern of the drug in rabbits, as well 
as to analyze intact maprotiline and the metabolite in patients 
maintained on therapeutic doses of maprotiline. Assay specifici- 
ty was confirmed by complete consistency of the mass spectra 
of maprotiline and desmethylmaprotiline with those of the au- 
thentic materials. 22 references. (Author abstract) 


004292 Kuhar, Michael J. Johns Hopkins University School of 
Medicine, Baltimore, MD 21205 Autoradiographic localization of 
drug and neurotransmitter receptors in the brain. Trends in Neur- 
oSciences. 4(3):60-64, 1981. 


Through the combination and adaptation of various method- 
ologies, radiohistochemical methods for autoradiographic light 
microscopic localization of drug and neurotransmitter receptors 
in the brain can be developed. These methods are valuable com- 
plements to other histochemical methods for mapping neuro- 
transmitters; they provide a unique view of neuroanatomy, and 
they can be used to provide valuable new hypotheses about 
how drugs produce various effects. Interesting hot spots of re- 
ceptor localizations have been observed in some sensory and 
limbic areas of the brain. Because most available methods are 


06 

004286 

ecules of biological] 

1 hour with HPL 

graphy is minimal. 

004286 Buu, N. 

Kuchel, O. Clinical Research Institute, 110 Pine Ave. West, 

Montreal, Quebec, H2W 1R7, Canada Presence of conjugated 

catecholamines in rat brain: a new method of analysis of catecho- 

was separated from free CA by alumina adsorption followed by 

passage through Dowex. The CA sulfate was then measured by 

radioenzymatic assay in the presence of a sulfatase. Sulfate 

esters of dopamine, norepinephrine, and epinephrine were de- 
634 
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light microscopic, the development of ultrastructural methods 
will be a necessary and important extension of this field. 20 ref- 
erences. (Author abstract modified) 


004293 Kulmala, H. K.; Huang, C. C.; Dinerstein, R. J.; Fried- 
man, A. M. Dept. of Pharmacological and Physiological Sci- 
ences, University of Chicago, Chicago, IL 60637 Specific in vivo 
binding of 77Br-p-bromospiroperidol in rat brain: a potential tool 
for gamma ray imaging. Life Sciences. 28(17):1911-1916, 1981. 


The binding of the gamma labeled neuroleptic, 77Br-p-bromo- 
spiroperidol, in the rat brain was examined in vivo. This binding 
parrallels the binding of 3H-spiroperidol, in that binding is espe- 
cially high in dopaminergically innervated areas, is saturable, 
and is displaced by high doses of unlabeled spiroperidol. Thus, 
77Br-p-bromospiroperidol is a suitable ligand for use in gamma 
ray imaging techniques for in vivo monitoring of receptor bind- 
ing. 22 references. (Author abstract) 


004294 McCaughran, J. A.; McGeer, E. G. Dept. of Psychia- 
try, University of British Columbia, 2255 Westbrook Mall, Van- 
couver, BC, Canada V6T 1W5 Iontophoresis of kainic acid. 
Neurochemical Research. 6(1):97-98, 1981. 


Iontophoresis of kainic acid (KA), using a continuous, nega- 
tive 1.5mcA ejection current, from a glass pipette about 30 mcm 
in diameter, filled with a 10mcM solution of KA in 10mM 
sodium chloride, produced small, spherical lesions around the 
pipette tip. The area of destruction increased with time of cur- 
rent flow. After neostriatal injections of KA, neuronal loss 
(measured by the percentage decrease in choline acetyltransfer- 
ase activity in whole neostriatum) was correlated with length of 
current flow. 1 reference. 


004295 Mori, Jo; Shimomura, Kyoichi; Saitoh, Ryo; Honda, 
Fumio. Research Laboratories, Fujisawa Pharmaceutical Co. 
Ltd., 2-6-1 Kashima, Yodogawa-ku, Osaka 532, Japan A simple 
histochemical screening method for amine uptake. Japanese Jour- 
nal of Pharmacology. 30(5):679-687, 1980. 


A simple nonradioisotopic histochemical technique provided 
good semiquantitative estimates of the selectivity and potency of 
drug inhibitory effects on amine uptake in noradrenaline (NA), 
5-hydroxytryptamine (5-HT), and dopamine (DA) containing 
neurons. Uptake of NA, 5-HT, and 6-HT was studied in the 
filum terminale of reserpinized male Sprague-Dawley rats, and 
DA uptake was studied in sections of the caudate nucleus. In- 
hibitory patterns of representative uptake inhibitors obtained by 
this method are consistent with those previously obtained by 
biochemical methods. Data from studies of imipramine, desipra- 
mine, chlorimipramine, amitriptyline, chlorpromazine, haloperi- 
dol, pimozide, sulpiride, cyproheptadine, methysergide, trypta- 
mine, and zimelidine are presented. 31 references. (Author ab- 
stract modified) 


004296 Neckers, Leonard M.; Bohlen, Peter. Laboratory of 
Clinical Psychopharmacology, NIMH, Saint Elizabeths Hospi- 
tal, Washington, DC 20032 High performance liquid chromato- 
graphy in the neurosciences: applications. In: Hanin, I., Physico- 
chemical methodologies in psychiatric research. New York, 
Raven Press, 1980. 265 p. (p. 23-36). 


The use of high pressure liquid chromatography (HPLC) in 
assays of biologically relevant compounds is reviewed. The use 
of HPLC in the assay of serotonin, its precursors, metabolites, 
and relevant enzymes is described. The applicability of HPLC 
to analyses of amino acids, determination of drug levels in bio- 
logical fluids, and monitoring of catecholamine metabolism is 
discussed. The use of HPLC for the assay and positive identifi- 
cation of biologically active peptides is also described. 50 refer- 
ences. 


004297 Porsius, A. J. Dept. of Pharmacy, Subdivision Pharma- 
cotherapy, University of Amsterdam, Plantage Muidergracht 24, 
Amsterdam, The Netherlands The simultaneous infusion of drugs 
via the left and right vertebral artery of the cat; a modified animal 
model for the study of possible central actions of drugs upon the 
lower brain stem. Archives Internationales de Pharmacodynamie 
et de Therapie. 248(2):260-271, 1980. 


A modified animal model for the administration of drugs via 
the vertebral arteries (v.a.) of the cat is described. Drugs are si- 
multaneously infused into both the left and right v.a., thereby 
avoiding the asymmetrical distribution pattern seen when drugs 
are administered to the left v.a. alone. Drug concentrations and 
distribution in brain are comparable to those seen after i.v. ad- 
ministration, but only a fraction of the i.v. dose is required. It is 
concluded that the modified v.a. model is an appropriate 
method for testing possible central actions of drugs on the pon- 
tomedullary region. 7 references. (Author abstract modified) 


004298 Postmes, Th. J.; Hukkelhoven, M.; van den Bogaard, 
A. E. J. M.; Halders, S. G.; Coenegracht, J. Isotope Dept., St. 
Annadal Hospital, Maastricht, The Netherlands Passage through 
the blood-brain barrier of thyrotropin-releasing hormone encapsu- 
lated in liposomes. Journal of Pharmacy and Pharmacology. 
32(10):722-724, 1980. 


The effect of liposomes on the passage across the blood-brain 
barrier by thyrotropin releasing hormone (TRH) was studied. In 
mice, brain uptake of TRH was greater after i.v. injection of la- 
beled TRH encapsulated in liposomes than after injection of free 
TRH. In rabbits, body temperature was significantly elevated 
after injection of TRH liposomes, but not after free TRH. In 
both species, neutral liposomes were more effective than nega- 
tive liposomes. Results indicate that liposomes containing TRH 
can enter the brain and suggest that liposomes may be used for 
transport of other neuropeptides across the blood-brain barrier. 
11 references. 


004299 Purves, Robert D. Dept. of Anatomy and Embryology, 
University College London, Gower St., London WCI1E 6BT, 
England The physics of iontophoretic pipettes. Journal of Neur- 
oscience Methods. 1(2):165-178, 1979. 


In a theoretical study of the release of drugs from iontophore- 
tic pipettes, it was predicted that in the steady-state, release be- 
comes linear with current and independent of pipette geometry 
when the ejecting voltage exceeds 100mV. It was also predicted 
that release rises slowly during an ejecting pulse to approach its 
steady-state value and then falls abruptly after the pulse; this 
asymmetry of the release curve is greatly accentuated by prior 
application of a retaining current. Release from pipettes of large 
tip diameter and cylindrical bore, such as those generally used 
in the CNS, should be thousands of times slower than that from 
pipettes of small tip diameter and large taper angle. Experimen- 
tal observations of the release of an ionized fluorescent com- 
pound, quinacrine, support these predictions. 26 references. 
(Author abstract modified) 


004300 Simon, E. J.; Bonnet, K. A.; Crain, S. M.; Groth, J.; 
Hiller, J. M.; Smith, J. R. New York University Medical 
Center, New York, NY 10016 Recent studies on interaction be- 
tween opioid peptides and their receptors. Advances in Biochemi- 
cal Psychopharmacology. 22:335-346, 1980. 


Studies concerning the possible heterogeneity of opiate recep- 
tors are described, and a recently developed opiate receptor/ 
opioid peptide culture system is discussed. These and other stud- 
ies provide strong support for the existence of at least two 
classes of receptors, with differential affinities for opiates and 
enkephalins. Preliminary evidence for a heterogeneity among 


mu receptors is noted. It is concluded that organotypic cultures 
of spinal cord and attached dorsal root ganglia provide a useful 
model system for the analysis of cellular mechanisms underlying 
both acute and chronic effects of opiates and of the functional 
significance of the opiate receptor/enkephalin system. 25 refer- 
ences. 


004301 Tadano, Takeshi; Endo, Yasuo; Kisara, Kensuke. Dept. 
of Pharmacology, Tohoku College of Pharmacy, Sendai 983, 
determination of serotonin, 5-hydro 


parallel among 
of Pharmacology. 30(3):347-356, 1980. 


Small P-cellulose and DEAE- 
separate serotonin (5-HT) and 5-hydroxyindoleacetic acid (5- 
HIAA). Both substances were estimated fluormetrically by the 
reaction with o-phthalaldehyde. Recoveries of 5-HT and 5- 
HIAA were 80 and 71%, respectively. The complete separation 
of 5-hydroxytryptophan (5-HTP) from 5-HT made it possible to 
determine 5-HTP decarboxylase activity in male Wistar rat 
brain regions without using an isotope labeled substrate. 
Enzyme activities in discrete areas paralleled 5-HT levels, 
except in the striatum, where enzyme activity was markedly ele- 
vated. Levels of 5-HIAA also paralleled those of 5-HT. 32 ref- 
erences. (Author abstract modified) 


columns were used to 


004302 Takahashi, David M. Food and Drug Administration, 
50 United Nations Plaza, San Francisco, CA 94102 Rapid deter- 
mination of chlorpromazine hydrochloride and two oxidation prod- 
ucts in various pharmaceutical samples using high-performance 
liquid chromatography and fluorescence detection. Journal of 
Pharmaceutical Sciences. 69(2):184-187, 1980. 


A rapid, simple, and accurate high performance liquid chro- 
matographic ure using an amino bonded microparticulate 
column was developed for the determination of chlorpromazine 
hydrochloride and its two sulfoxide and sulfone oxidation prod- 
ucts in commercially available pharmaceutical dosage prepara- 
tions. Simultaneous identification and quantitation of the oxida- 
tion products in the presence of at least 100 times the amount of 
parent compound were achieved with selective fluorometric de- 
tection. Identification and quantitation of the parent compound 
were achieved by changing the fluorescence detection mode. A 
typical chromatographic run was complete within 15 minutes, 
and quantitation of the oxidation products at levels as low as 
0.imcg (0.1% contamination) was demonstrated. 13 references. 
(Author abstract modified) 


004303 Warsh, Jerry J.; Godse, Damodar D.; Cheung, Siu W.; 
Li, Peter P. Sec. of Biochemical Psychiatry, Clarke Institute of 
Psychiatry, University of Toronto, 250 College St., Toronto, 
Ontario MST 1R8, Canada Rat brain and plasma norepinephrine 
glycol metabolites determined by gas chromatography-mass frag- 
mentography. Journal of nda batho 36(3):893-901, 1981. 

A gas chromatographic/mass fragmentographic procedure 
was used for simultaneous quantitation of 3,4-dihydroxypheny- 
lethyleneglycol (DHPG) and 3-methoxy-4-hydroxyphenylethy- 
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leneglycol (MHPG) in male Wistar rat and male Swiss-Webster 
mouse brain and plasma. Whole rat brain total and free DHPG 
concentrations were similar to total and free MHPG levels. 
Total DHPG concentrations exceeded total MHPG concentra- 
tion in hypothalamus, midbrain, pons/medulla, and hippocam- 
pus. In other brain regions, levels of these metabolites were sim- 
ilar. In plasma, total DHPG levels were only 20% as high as 
MHPG levels. In mouse brain, DHPG and MHPG occurred 
almost entirely in free form. Total DHPG levels were only 50% 
as high as MHPG concentrations. Results suggest that DHPG 
formation and efflux may be more important than MHPG in the 
metabolic clearance of CNS norepinephrine in some species. 30 
references. (Author abstract modified) 


004304 Weeks, James R. Experimental Biology, Upjohn Com- 
pany, Kalamazoo, MI 49001 An improved pneumatic syringe for 
self-administration of drugs by rats. Pharmacology Biochemistry 
and Behavior. 14(4):573-574, 1981. 


An improved pneumatic syringe for self-administration of 
drugs by rats is described. A pneumatic cylinder operates the 
plunger of the microliter syringe and a three way valve switch- 
es the syringe between a solution reservoir and the animal. An 
electrically operated subminiature solenoid valve has been sub- 
stituted for the mechanical valve previously used. The new 
design eliminates several components, making the device more 
compact and easier to use. 3 references. (Author abstract modi- 
fied) 


004305 Westerink, B. H. C.; Mulder, T. B. A. Pharmaceutical 
Lab., University of Groningen, Antonius Deusinglaan 2, 9713 
AW Groningen, The Netherlands Determination of picomole 
amounts of dopamine, noradrenaline, 3,4-dihydroxyphenylalanine, 
3,4-dihydroxyphenylacetic acid, homovanillic acid, and 5-hydrox- 
yindolacetic acid in nervous tissue after one-step purification on 
Sephadex G-10, using high. Journal of Neurochemistry. 
36(4):1449-1462, 1981. 


A procedure for the determination of dopamine (DA), nora- 
drenaline (NA), 3,4-dihydroxyphenylalanine (DOPA), 3,4-dihy- 
droxyphenylacetic acid (DOPAC), homovanillic acid (HVA), 
and 5-hydroxyindolacetic acid (5-HIAA) in nervous tissue after 
one step purification on Sephadex G-10, using high performance 
liquid chromatography with a novel type of electrochemical de- 
tection, is described. The method is based on a rapidly per- 
formed isolation of DA, NA, DOPA, DOPAC, HVA, and 5- 
HIAA from one nervous tissue sample on small columns of Se- 
phadex G-10, followed by reverse phase high performance 
liquid chromatography with electrochemical detection. A new 
type of electrochemical detector based on a rotating disk elec- 
trode (RDE) was used. The RDE was found to be a reliable 
and sensitive amperometric detector with several advantages 
over the currently used thin layer cells. Endogenous concentra- 
tions of DA, NA, DOPA, DOPAC, HVA, and 5-HIAA in 
eight rat brain regions is described. 26 references. (Author ab- 
stract modified) 
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07 EARLY CLINICAL DRUG TRIALS 


004306 Boyd, E. J. S.; Wormsley, K. G. Wormsley: Ninewells 
Hospital, } Ninewells, Dundee DD1 9SY, Scotland Inhibition of 
pentagastrin-stimulated and overnight gastric secretion by 
LM24056, a new ved antisecretory drug. 
Lancet. No. 8218:471-473, 1981. 


The inhibition of pentagastrin stimulated and overnight gas- 
tric secretion by LM24056, a new phenothiazine derived antise- 
cretory drug, is described. LM24056, a tricyclic drug, weakly 
inhibited pentagastrin stimulated gastric secretion but was a 
powerful inhibitor of nocturnal gastric secretion in five healthy 
volunteers. In 23 patients with duodenal ulcer, LM24056 at 
doses of 100mg, 200mg, and 300mg inhibited overnight acid 
output by 31%, 70%, and 81%, and overnight pepsin secretion 
by 15%, 50%, and 69%, respectively. In view of its gastric in- 
hibitory effects, LM24056 warrants clinical evaluation in the 
treatment of peptic ulcer disease. 2 references. (Author abstract 
modified) 


004307 Cassagnes, J.; Lamaison, D.; Palcoux, M. C.; Lusson, J. 
R.; Fanget, M.; Gachy, B.; Teyssoneyre, B.; Jallut, H. C.H.R. 
De Clermont-Fd, B.P. 69, F-63003 Clermont-Ferrand Cedex, 
France /Treatment of unstable angina by diltiazem./ Traitement 
du syndrome de menace par le diltiazem. Therapie. 35(4):465- 
473, 1980. 


The antianginal effect of diltiazem, a new calcium antagonist, 
was studied. Eighty seven patients, 24 with variant angina and 
63 with common instable angina in which beta-blocking agents 
and/or amiodarone and/or perhixilline had failed to suppress 
symptoms of recurrent angina pectoris at rest, were given 
180mg/day of diltiazem (later increased in some cases to as 
much as 360mg/day). Ss were followed for an average of 8 
months. Results show persistent improvement in 78% of patients 
with variant and 65% of patients with common instable angina. 
Adverse side-effects were low. 28 references. (Journal abstract 
modified) 


004308 Diricq, St.; Ansseau, M. Universite de Liege, Clinique 
Medico-Psychologique, Place du 20-Aout 7, Liege, Belgium. / 

ic news./ Actualites therapeutiques. Feuillets Psychia- 
triques de Liege. 12(1-2):1-26, 1979. 


Several new psychotropic drugs are evaluated. The registered 
name, producing laboratory, international chemical denomina- 
tion, formula, chemical class, usual dosage, principle indications, 
counterindications, and usual adverse side-effects are listed for 
each drug. The drugs evaluated include: the hypnotics flunitra- 
zepam and triazolam; the psychorelaxants temazepam, camaze- 
pam, and clorazepate dipotassium; the neuroleptics melperone, 
pipotiazine, clopenthixol decanoate, tiapride, sultopride, and lox- 
apine succinate; the antidepressants butriptyline, maprotiline, vi- 
loxazine, and mianserin; and pizotifen and Neurolithium. 9 refer- 
ences. 


004309 Jovanovic, U. J.; Ott, H.; Heidrich, H.; Stephan, K.; 
Schratzer, M. University of Wurzburg, Psychiatric Clinic, 
Wurzburg, West Germany Age-specific doses of lormetazepam as 
a night sedative in cases of chronic sleep disturbance. Waking and 
Sleeping. 4(3):223-235, 1980. 


Various doses of lormetazepam, a benzodiaze pinederivative, 
were examined to determine the optimal dosage for different 
age groups of outpatients with chronic sleep disturbance. Ss 
were 120 patients who were divided into a younger group (aged 


20 to 55 years) and an older group (aged 56 to 85 years). Four 
different doses were given to each age group. A preplacebo 
week preceded the experiment 2 weeks, which were followed 
by a postplacebo week. No differences in effects between the 
different doses were observed with regard to sleep pattern var- 
iables (sleep latency, sleep duration, frequency of awakenings, 
sleep quality, and occurrence of bad dreams), with the exception 
of sleep quality which was better in the older group than in the 
younger group after 0.5mg. Considerable differences with 
regard to hangover feelings the next morning and small differ- 
ences in side-effects were found. Findings indicate the 0.5mg 
dose is superior for the older group and the 1.0mg dose is rec- 
ommended for the younger age group due to fewer side-effects. 
12 references. (Author abstract modified) 


004310 Shulgin, Alexander T.; Carter, Michael F. 1483 Shulgin 
Road, Lafayette, CA 94549 N,N-diisopropyltryptamine (DIPT) 
and 5-methoxy-N,N-diisopropyltryptamine (5-MeO-DIPT). Two 
orally active tryptamine analogs with CNS activity. Communica- 
tions in Psychopharmacology. 4(5):363-369, 1980. 


The synthesis and preliminary human psychopharmacology of 
two tryptamine analogs, N,N-diisopropyltryptamine (DIPT) and 
5-methoxy-N,N-diisopropyltryptamine (5-MeO-DIPT), in which 
the basic amine function is sterically hindered is reported. Al- 
though these analogs are active in man only parenterally, it has 
been found that the N-isopropyl homologs of these two bases 
are both orally active and have human potency similar to their 
methyl counterparts. DIPT effects a passive and neutral psycho- 
tomimetic state, but one that embodies an unusual degree of au- 
ditory distortion, both in the pitch and the timbre of perceived 
sounds. 5-MeO-DIPT, on the other hand, produces a talkative 
and disinhibited state with easy emotional expression. 14 refer- 
ences. (Author abstract modified) 


08 DRUG TRIALS IN SCHIZOPHRENIA 


004311 Alfredsson, Gunnel; Sedvall, Goran. Laboratory of Ex- 
perimental Psychiatry, Dept. of Psychiatry, Karolinska Hospital, 
Karolinska Institute, S-104 07 Stockholm, Sweden Protein bind- 
ing of chlorpromazine in cerebrospinal fluid and serum. Interna- 
tional Pharmacopsychiatry. 15(5):261-269, 1980. 


The binding of chlorpromazine to protein in human cerebro- 
spinal fluid (CSF) was measured by equilibrium dialysis. In CSF 
from schizophrenic patients binding of chlorpromazine was 
found to vary by between 19 and 72%. There was no correla- 
tion between the degree of binding and the total amount of pro- 
tein in the CSF. When chlorpromazine was equilibrated be- 
tween CSF and serum in vitro almost the same distribution was 
found as obtained in vivo in drug treated patients. It is conclud- 
ed that there is rapid equilibrium between chlorpromazine in 
body fluids in vivo, and that active transport of chlorpromazine 
between these body fluids is negligible. 12 references. (Author 
abstract modified) 


004312 Beramendi, V.; Alpert, M.; Guimon, J.; Friedhoff, A.; 
Gutierrez, M. Facultad de Medicine, Universidad de Bilbao, 
Bilbao, Spain /A controlled study of L-dopa in schizophrenia with 
reference to the theory of dopaminergic receptor hypersensiti- 
vity./ Estudio controlado de la L-dopa en la esquizofrenia con 
referencia a la teoria de la hipersensibilidad de los receptores 
dopaminergicos. Archivos de Neurobiologia. 63(2):107-124, 
1980. 


In a controlled study of the dopaminergic receptor hypersen- 
sitivity hypothesis in schizophrenia, 31 schizophrenic patients 
were assigned to one of three treatment groups: 12 received le- 
vodopa-carbidopa (maximum dosage 1500mg/day); 9 received 
haloperidol (maximum 20mg/day); and 10 received rT 
The group receiving L-dopa went through the 3 
oe 1) Geterioration for 45 days; 2) adaptation for a month; 

and 3) improvement for 45 days in (5 of 10 clinical cases). 
Greatest improvement was found for the haloperidol group. Re- 
sults suggest that deterioration of the clinical state after several 
weeks of high dosage L-dopa-carbidopa was less than would be 
predicted by the dopaminergic hypersensitivity hypothesis. Ini- 
tial clinical deterioration produced by L-dopa appears to be 
owing more to a diffuse psychotoxic effect than to worsening of 
the schizophrenic symptomatology. 29 references. (Author ab- 
stract modified) 


004313 Berger, Philip A. Dept. of Psychiatry and Behavioral 
Sciences, Stanford University School of Medicine, Stanford, CA 
94305 Endorphins in psychopathology. Research Report, NIMH 
Grant MH-30854, 1980. 20 p. 


Research on the possible connections between endorphins and 
schizophrenia is reported which utilized three strategies: 1) mea- 
surement of the concentration of endorphins in biological fluids 
and spinal fluid of patients and control Ss; 2) administration of 
endorphin as an experimental treatment for schizophrenia; and 
3) administration of the opiate and endorphin antagonist, nalox- 
one. The data obtained from these studies is seen as indicating 
the tenuous and inconsistent connection between endorphins and 
schizophrenia. Patients did not seem to have elevated concentra- 
tions of beta-endorphin (beta-END) in spinal fluid, plasma, or 
dialysate. In 16 placebo controlled double-blind trials in chronic 
schizophrenics, high doses of intravenous naloxone produced 
significant decreases in hallucinations. beta-END injected intra- 
venously also had pharmacological activity. Possible explana- 

tions for the contradictory findings are offered, ranging from 
research using the pure opiate antagonist, naloxone, is discussed. 
56 references. 


004314 Berger, Philip A.; Barchas, Jack D. Stanford University 
School of Medicine, Stanford, CA 94305 Drugs and schizophre- 


nia, In: Melmon, K., Drug therapeutics: concepts for physicians. 
New York, Elsevier/North Holland, 1980. (p. 35-64). 


The pharmacotherapy of schizophrenia and the biochemical 
hypotheses these treatments have generated are reviewed, as are 
the — of schizophrenia and the history of neuroleptics. The 

clinical syndrome of schizophrenia i is delineated as is the effica- 
cy of neuroleptic medication in its treatment. Neuroleptics have 
helped psychiatrists to become quantitative in the diagnosis and 
treatment of schizophrenia and have helped link psychiatry with 
the biological sciences. The dopamine hypothesis of neuroleptic 
drug action offers hope for the understanding of the biochemi- 
cal basis of schizophrenia. Acetylcholine, GABA, and the en- 
dorphines may all play a role in schizophrenia, and future re- 
search may implicate neuroregulators not yet discovered. While 
the neuroleptics ameliorate schizophrenic symptoms they do not 
cure, and the patient may develop tardive dyskinesia or other 
side-effects. Thus, a better understanding of the multiple bio- 
chemical contributors to schizophrenia is needed and could fa- 
cilitate the development of pharmacologic treatments for the 
disorder based on altering neurotransmitters other than dopa- 
mine or based on physiological mechanisms that do not involve 
chemical neurotransmitters. 68 references. 


004315 Brosteanu, E. R.; Floru, L. University Psychiatric 
Clinic, Rhineland Regional Hospital, Dusseldorf, West Germany 
Correlations between visual evoked potentials and psychopatho- 
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logical findings in schizophrenic patients under treatment with 
various psychopharmacological drugs. In: Barber, C., Evoked po- 
tentials. Baltimore, MD, University Park Press, 1980. 614 p. (p. 
549-556). 


Two questions with regard to the study of the psychopathol- 
ogy of schizophrenic patients by the use of evoked potentials 
(EPs) were examined: 1) do certain symptoms or syndromes 
find expression in the EP findings at all and, if so, can there be a 
definite line drawn between such findings on the one hand and 
any individual deviations or the effect of psychopharmacologi- 
cal drugs and their side-effects on the other; and 2) is there a 
possibility of establishing, by means of the EP, a statistically 
validated predictability with regard to clinical responsiveness, 
particularly regarding clinical changes. Solely by analyzing the 
ratio of time or rather the shifting of the components, latency 
intervals, it was possible to establish that improvements or dete- 
riorations of the different cardinal symptoms of the schizophren- 
ic syndrome are in fact reflected in the course of the visual 
evoked potential findings. It is suggested that a simple and ap- 
propriate method of predicting relapses and their timely treat- 
ment can be developed from an analysis of slopes and principal 
factors of the EP latencies and the functional component 
groups. 6 references. 


004316 Davis, Glenn C.; Buchsbaum, Monte S.; Bunney, Wil- 
liam E., Jr. Dept. of Psychiatry, University of Tennessee School 
of Medicine, Memphis, TN 38104 Alterations of evoked poten- 
tials link research in attention dysfunction to peptide response 
symptoms of schizophrenia. Advances in Biochemical Psycho- 
pharmacology. 22:473-487, 1980. 


Current research in the psychophysiology of attention dys- 
function in schizophrenia and research studies proposing a 
pathological role for endorphins in schizophrenia are reviewed. 
Evoked potential studies are described which support the endor- 
phin hypothesis of schizophrenia and link attention dysfunction 
to abnormal pain perception. Changes in the amplitude of a spe- 
cific evoked potential component, the N120, form the basis of 
this linkage. Reduced N120 amplitudes in the visual and somato- 
sensory modalities in schizophrenic Ss, the reversal of this with 
chronic naltrexone, and its simulation with morphine in normal 
volunteers are reported. 53 references. (Author abstract modi- 
fied) 


004317 Davis, Glenn C; Bunney, William E., Jr. Dept. of Psy- 
chiatry, University of Tennessee Center for Study of Health 
Sciences, Memphis, TN 38104 Psychopathology and endorphins. 
Advances in Biochemical Psychopharmacology. 22:455-463, 
1980. 


The roles of endorphins in psychiatric illness (particularly 
schizophrenia and depression) are reviewed. It is noted that sug- 
gestive evidence exists linking endorphins to the schizophrenic 
syndrome. Narcotic antagonists appear to slightly attenuate 
some symptoms; attentional performance is improved, and cere- 
brospinal fluid (CSF) opiate binding substances are reported ele- 
vated in a subgroup of patients. Fewer affectively ill patients 
have been studied, and little evidence has accumulated suggest- 
ing a relationship between symptoms of affective illness and en- 
dorphins. However, CSF endorphins appear elevated in some 
manic-depressive patients, and pain patients with depression 
have higher CSF endorphins than pain patients without depres- 
sion. 42 references. (Author abstract modified) 


004318 Dotti, Andreai Lostia, Onofrio; Rubino, Ivo A.; Ber- 
sani, Giuseppe; Carilli, Luciana; Zorretta, Domenico. Istituto di 
Psichiatria, Universita di Roma, Viale Universita, 30, I-00185 
Roma, Italy The prolactin response in patients receiving neurolep- 
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tic therapy. The effect of fl 
Neuro-Psychopharmacology. 5(1):69-77, 1981. 


Increases in plasma prolactin (PRL) induced by 50mg flu- 
phenazine decanoate (FD) were studied in three groups of male 
schizophrenic patients. The increase in plasma PRL was higher 
in patients who had never been treated with neuroleptic drugs 
than in those who had been treated with neuroleptics for at least 
2 years or in those who had discontinued neuroleptic therapy 
for at least 3 months after treatment for at least 1 year. The 
PRL response did not correlate with psychopathological 
changes and extrapyramidal side-effects and did not appear to 
be a useful tool in predicting appropriate FD dosage. 14 refer- 
ences. (Author abstract modified) 


Progress in 


004319 Duran, Eduardo; Schilkrut, Raul; Ercilla, Ramiro; 
Birkner, Rosa. Depto. de Psiquiatria y Salud Mental, Facultad 
de Medicina Sur, Universidad de Chile, Santiago, Chile /Admin- 
istration of flunitrazepam in electroconvulsive therapy./ Medica- 
cion con flunitracepam en verapia electroconvulsivante. Acta 
Psiquiatrica y Psicologica de America Latina. 26(4):300-307, 
1980. 


Flunitrazepam, a benzodiazepine used as an anesthetic in 
major and minor surgery, was administered in 241 instances of 
electroconvulsive therapy (ECT) on 28 psychotic (primarily 
schizophrenic) patients. Results show that flunitrazepam induced 
deep sleep in 94.6% of the patients within 5 minutes. The re- 
quired dosage was between 2 and 4mg. The drug did not inhibit 
the convulsion. There were no significant changes in pulse, arte- 
rial pressure, or respiration. Post-ECT agitation appeared in 
0.82% of the subjects. Combined therapy with neuroleptics and 
lithium did not modify the effect of flunitrazepam. Increased 
tolerance did not develop after successive doses. The use of this 
drug avoids some of the problems associated with other anesthe- 
tics. Flunitrazepam should be used with older or high-risk pa- 
tients who need ECT. 37 references. (Journal abstract modified) 


004320 Elizur, A.; Levy, A.; Lahav, M.; Blum, I. Shalvata Psy- 
chiatric Center, Sackler School of Medicine, Tel Aviv Universi- 
ty, Ramat Aviv, Israel Preliminary trial of clonidine treatment in 
two patients suffering from chronic schizophrenia. Communica- 
tions in Psychopharmacology. 4(6):507-517, 1980. 


Clonidine was administered to two schizophrenic patients in a 
preliminary single-blind study. The first patient, whose initial 
psychopathology was that of retardation, crying, and withdraw- 
al, showed a marked worsening of his condition after the admin- 
istration of Smcg clonidine per os. His blood pressure rose to 
170/120 and his pulse rate to 120/minute. He became tense, hos- 
tile, aggressive, and totally preoccupied with auditory hallucina- 
tions. In the other patient, whose initial symptoms were mani- 
form, clonidine had a marked, but transitory, beneficial effect. 
The significance of the differential effect of clonidine treatment 
in the two patients is discussed. 22 references. (Author abstract) 


004321 Emrich, H. M.; Hollt, V.; Bergmann, M.; Kissling, W.; 
Schmid, W.; Zerssen, D. V.; Herz, A. Max-Planck-Institut fur 
Psychiatrie, D-8000 Munchen 40, West Germany Plasma levels 
of beta-endorphin under chronic neuroleptic treatment in schizo- 
phrenic patients: failure of naloxone to counteract curative effects 
of neuroleptic drugs. Advances in Biochemical Psychopharmaco- 
logy. 22:489-502, 1980. 


Plasma levels of beta-endorphin were assessed in schizophren- 
ic patients during chronic neuroleptic treatment, and the effects 
of the specific opiate antagonist naloxone on neuroleptic actions 
were evaluated. All patients were treated with cataleptogenic 
neuroleptic drugs (haloperidol, perphenazine, benperidol). Na- 
loxone failed to counteract the antipsychotic action of catalepto- 
genic antischizophrenic therapy. It is concluded that the cura- 


tive action of neuroleptics is apparently not exerted via an en- 
dorphinergic mechanism. Therefore, the activation of endor- 
phins induced by cataleptogenic antischizophrenic drugs per- 
haps constitutes an epiphenomenon of the therapy and may not 
be the causative factor underlying the beneficial effects of neur- 
oleptic therapy. 18 references. 


004322 Emrich, H. M.; Zaudig, M.; Kissling, W.; Dirlich, G.; 
van Zerssen, D.; Herz, A. Max-Planck Institut for Psychiatrie, 
Kraepelinstrasse 10, D-8000 Munchen 40, West Germany Des- 
tyrosyl-gamma-endorphin in schizophrenia: a double-blind trial in 
13 patients. Pharmakopsychiatrie Neuro-Psychopharmakologie. 
13(5):290-298, 1980. 


A double-blind placebo controlled cross-over investigation of 
the possible antipsychotic action of (des-Tyr1)-gamma-endor- 
phin (DT-gamma-E), a nonopioid derivative of gamma-endor- 
phin, was undertaken in 13 schizophrenic patients. The Ss were 
suffering from either chronic or acute, frequently relapsing 
schizophrenia and displayed persistent productive symptoms 
(hallucinations and acute delusions). Two successive double- 
blind injection treatment periods of 4 days followed 1 day of 
single-blind injection of placebo (4 days with i.m. injections of 
2mg DT-gamma-E prededed 4 days of placebo injections or 
vice versa). Clinical data concerning each patient’s age, sex, di- 
agnosis, target symptoms, neuroleptic treatment, and the per- 
centage of changes in symptomatology after treatment were 
analyzed. Psychopathological evaluation was performed twice 
daily by using the Inpatient Multidimensional Psychiatric Scale 
and an eight point scale for estimating the special target symp- 
toms. Results indicate that the placebo and DT-gamma-E pro- 
duce a reduction in symptomatology of an approximately equal 
magnitude, and the hypothesis of an antipsychotic efficacy of 
DT-gamma-E in treating chronic schizophrenic patients is not 
supported. In a subgroup of acute schizophrenic patients, some 
therapeutic action of DT-gamma-E was evidenced. 12 refer- 
ences. (Journal abstract modified) 


004323 Gardos, George; Cole, Jonathan O.; LaBrie, Richard 
A. West-Ros-Park Mental Health Center, Cottage °1, 591 
Morton St., Boston, MA 02124 A twelve-year follow-up of the 
NIMH-PRB high dose chlorpromazine study of chronic schizoph- 
renics -- implications for deinstitutionalizati (Unpublished 
paper). Research Report, NIMH Grant 5R01-MH-32675, 1979. 
51 p. 


Results of a 12 year followup study of outcome in schizoph- 
renics with established chronicity, a subject of particular interest 
in light of the controversy over their deinstitutionalization, are 
presented. Long-term outcome data, including repeated meas- 
ures of symptoms and social adjustment were obtained from 124 
patients who entered the drug phase of an original study on the 
use of chlorpromazine in the long-term management of the dis- 
order. Measures included the Discharge Readiness Inventory, 
the Inpatient Multidimensional Psychiatric Scale, the Side Ef- 
fects Checklist, and the Global Assessment Scale. At the 12 
year followup, 90 of the 124 patients were contacted. The over- 
all psychosocial adjustment in these Ss was disappointing. Out- 
come of the typical patient at followup was characterized as 
being markedly ill, receiving high doses of antipsychotic drugs, 
being unemployed, and showing poor social skills. Outcomes for 
patients placed in nursing homes were no better than for those 
remaining on hospital wards, while cooperative apartments 
seemed to be the best setting for these chronic mental patients. 
Family care patients occupied an intermediate position insofar as 
outcome was concerned. Particularly striking were the severe 
psychotic symptomatology, belligerence, poor social adjustment, 
and marked movement disorders, specifically restlessness, that 
were evidenced in the sampled Ss. 29 references. 


004324 Goldstein, Allan L.; Rossio, Jeffrey; Kolyaskina, Galina 
L; Emory, Lee E.; Overall, John E.; Thurman, Gary B.; Hatch- 
er, Janelle. Dept. of Biochemistry, George Washington Univer- 
sity School of Medicine, Washington, DC 20037 Immunological 
components in In: Baxter, C., Perspectives in 
schizophrenia research. New York, Raven Press, 1980. 445 p. 
(p. 249-267). 


Studies which would indicate that chlorpromazine (CPZ) by 
itself is a potent immunosuppressive agent, both in vitro and in 
vivo, in murine systems are summarized. The results of a clini- 
cal study, which indicate that a significant immunological imbal- 
ance exists in some patients with schizophrenia, are reported. 
These differences include abnormal lymphocyte responsiveness 
to selected mitogenic lectins and the presence in the serum of a 
cytotoxic factor(s) directed against murine thymocytes. The 
studies indicate that during a 28 day chemotherapy trial of CPZ 
there was a tendency towards normalization of T-cell responses 
and a significant decrease in serum cytotoxicity. Specific recom- 
mendations for new approaches to study immunologic and viro- 
logic components are presented, and questions which should be 
investigated to obtain information regarding the role of viruses 
and the immune system in the schizophrenic are identi- 
fied. A discussion of the paper follows. 38 references. (Author 
abstract modified) 


004325 Gross, G.; Huber, G.; Schuttler, R. Huber: Universitats- 
Nervenklinik, D-5300 Bonn-Venusberg, West Germany /The 
effect of long-term maintenance therapy on schizophrenic patients 
using somatotherapeutic measures./ Die Beeinflussung des Lang- 
zeitverlaufs schizophrener Krankheiten durch 

tische Massnahmen. Psychiatria Clinica. 13(3-4):179-192, 1980. 


Evidence is presented in support of the effectiveness of long- 
term neuroleptic medication in schizophrenia, with emphasis on 
the great variability of course and outcome beyond the 3 year 
followup. Although some anamnestic and clinical progress was 
noted, it is contended that a reliable individual prognosis is not 
possible at disease onset. Initially phasic courses with complete 
remission of the early psychotic features are as possibly 
leading nevertheless to residual syndromes, while chronic 
persistent psychoses can demonstrate permanent remission. Ob- 
servations are made on the favorable outcome following long- 
term treatment in some cases of catastrophic schizophrenia, the 
significantly less favorable outcome for patients whose disease 
began prior to the era of psychopharmacological drugs, and the 
more frequent occurrence of complete remission in patients with 
preacute and acute onsets of psychosis who received early treat- 
ment during the prodromal stage. The finding of a higher rate 
of patients with mixed residual states (at the expense of residual 
states) with long-term neurolepsy is seen as suggesting that 
long-term medication is responsible for the partially pharmaco- 
genic change in symptomatology of schizophrenia insofar as it 
causes or favors a shift from the typical syndromes to the mixed 
residual states brought about by a potential reduction in symp- 
toms. 29 references. (Journal abstract modified) 


004326 Halperin, David A. 120 Central Park South, New York, 
NY 10019 Bulletin of the American Academy of Psychiatry 
and Law. 8(2):175-178, 1980. 


A case report is presented which illustrates some of the diffi- 
culties which may arise in disclosure of information in accord- 
ance with the doctrine of informed consent. The doctrine stipu- 
lates that the physician must inform the patient of the conse- 
quences of a particular procedure and the side-effects of a par- 
ticular medication. In the present case, a paranoid schizophrenic 
outpatient, maintained for 3 years on chlorpromazine, refrained 
from having children because of concerns about possible tetra- 
genic side-effects of his medication. While the source of this 
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misinformation was never pinpointed, the patient’s misinterpre- 
tation of information about side-effects seemed to represent his 
general suspiciousness of the establishment in general. In this 
case the patient concealed his fantasies about medication from 
the treating physicians because of his treatment, such consent 
was misinformed. Solutions to dilemmas involved in steering a 
course between underinformation and overexplication, and its 
possible negative effects, are outlined. 4 references. 


004327 Hollister, Leo E.; Davis, Kenneth L.; Berger, Philip A. 
V.A. Medical Center, Palo Alto, CA 94304 Apomorphine in 
schizophrenia. Communications in Psychopharmacology. 
4(4):277-281, 1980. 

Studies of the utility of apomorphine in schizophrenia are de- 
scribed, and the idea of selective presynaptic receptor blockage 
as an approach to treating schizophrenia is discussed. Apomor- 
phine in high doses given orally aggravated the psychotic sym- 
toms of schizophrenic Ss, even though they continued treatment 
with previously effective doses of neuroleptics. At low doses, 
apomorphine failed to augment the beneficial effects of antispsy- 
chotic drugs. It is concluded that attempts to manage schizo- 
phrenia by selective blockade of presynaptic dopamine receptors 
may be difficult and may have limited clinical usefulness. 11 ref- 
erences. (Author abstract modified) 


004328 Husser, J. Rheinische Landesklinik Koln, Koln, West 
Germany /The treatment of chronic schizophrenic patients: an in- 
terview with Dr. J. Husser./ Die Behandlung chronisch schi- 
zophrener Patienten. Neurologie und Psychiatrie fur die Praxis. 
6(3):156-157, 160, 1980. 

The treatment of chronic schizophrenic patients is discussed. 
The progress made in the pharmacological sector and the devel- 
opment of potent neuroleptics have led to more rapid rehabilita- 
tion of these patients and briefer inpatient stays in clinics. Nev- 
ertheless, chronic schizophrenic patients are reinstitutionalized. 
The solution lies in finding a reliable residual safeguard follow- 
ing remission of symptoms as well as in promoting patients as 
suitable halfway house residents to facilitate their reintegration 
into society. The usual outpatient practice is to combine admin- 
istration of long-term neuroleptics with social therapy and psy- 
chotherapy. 


004329 Kolakowska, Tamara; Fraser, Sheila; Franklin, Michael; 
Knox, Jean. University of Oxford, Dept. of Psychiatry, Little- 
more Hospital Research Unit, Littlemore Hospital, Oxford OX4 
4XN, England Neuroendocrine tests ae treatment with neuro- 
leptic drugs: I. Plasma prolactin response to chlorpromazine chal- 
lenge. Psychopharmacology. 72(3):283-285, 1981. 


Plasma prolactin (PRL) levels were measured after a chal- 
lenge dose of chlorpromazine (CPZ, 50mg) in 21 schizophrenics 
during neuroleptic treatment. In eight patients on low daily 
doses of neuroleptics, the challenge dose of CPZ elicited a rise 
in PRL levels beyond that induced by neuroleptic treatment. 
The challenge dose produced no change in plasma PRL in some 
patients, but an increase in PRL could be induced by increasing 
the challenge dose or increasing the daily dose of neuroleptics. 
It is concluded that the PRL rise after 50mg CPZ may identify 
patients whose PRL response to current neuroleptic treatment is 
submaximal. However, the absence of a PRL increment after 
the challenge dose may not indicate exactly that the baseline 
level is already maximal. 9 references. (Author abstract modi- 
fied) 


004330 Krupenina, L. B.; Prokhorova, I. S. Moskovskiy NII 
psikhiatrii, Ministerstva zdravookhraneniya RSFSR, Moskva, 
USSR /Clinical and biochemical correlations in abrupt discontin- 
uation of psychopharmacotherapy./ Kliniko-biokhimicheskiye 
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sootnosheniya pri odnomomentnoy otmene psikhofarmakotera- 
pii. Zhurnal Nevropatologii i Psikhiatrii imeni S. S. Korsakova. 
81(3):406-412, 1981. 


Clinicai and biochemical correlations following abrupt discon- 
tinuation of psychopharmacotherapy were studied in 26 patients 
(20 to 60 years old) with periodic and simple schizophrenia with 
a duration of 1 to 15 years. All the patients had received inten- 
sive psychopharmacotherapy, but without sufficient effect. 
Pharmacotherapy was discontinued abruptly. Before and after 
discontinuation of pharmacotherapy, the levels of adrenaline, 
noradrenaline, serotonin, and acetylcholine in the blood were 
determined, as well as the content of adrenaline, noradrenaline, 
dopamine, and vinylmandelic, homovanillic, and 5-hydroxyindo- 
leacetic acids in the urine. A control group of 20 healthy people 
also was examined. Results indicate that an individualized thera- 
peutic approach to different variants of paroxysmal schizophre- 
nia is necessary, since the metabolism of biogenic amines in pa- 
tients with periodic and simple schizophrenia is different. 20 ref- 
erences. (Journal abstract modified) 


004331 Ladisich, Walter. Forschungstelle fur Psychopathologie 
und Psychotherapie, Max-Planck-Gesellschaft, Kraepelinstrasse 
10, D-8000 Munchen 40, West Germany Effects of Althesin in 
psychotherapy of schizophrenics: report. Acta Psy- 
chiatrica Beigica. 80(4):445-451, 1980. 


The use of Althesin in conjunction with psychotherapy for 
schizophrenics is discussed. Six patients were injected with 
Althesin in subhypnotic dosage prior to psychotherapy. The 
schizophrenics were nonresponsive to neuroleptics and had not 
benefitted much from psychotherapy. An analysis of the speech 
content of the therapy session of two Ss with the Gottschalk- 
Gleser method indicated that there is reduced hostility during 
Althesin sessions. Anxiety, however, was influenced less by 
Althesin administration. Two Ss’ self-rated scores on a well- 
being scale indicated a beneficial effect of Althesin. Negative 
feelings decreased and patients appeared to be more assertive. 
10 references. (Journal abstract modified) 


004332 Langer, G.; Puhringer, W. Psychiatrische Universitats- 
Klinik, Abt. fur Psychiatrie, A-1097 Wien, Austria Haloperidol 
and droperidol treatment in : Clinical application of 
the Acta Psychiatrica Belgica. 80(5):574-583, 1980. 


To examine the relationships among neuroleptic treatment 
using haloperidol or droperidol, plasma prolactin response, sup- 
pression of neuroleptic-induced prolactin evaluation by dopa- 
mine infusion, and psychopathological change, longitudinal stud- 
ies were made of four schizophrenic patients. A constant infu- 
sion of dopamine hydrochloride in the dose range of 15mcg/mn 
to 60mcg/mn was found to suppress prolactin elevation due to 
high dose neuroleptic maintenance medication. When the phe- 
nomenon was further investigated in another schizophrenic pa- 
tient, a high test/retest reliability reproducibility for dopamine’s 
suppressive effect on neuroleptic-induced elevated prolactin 
levels was found. In most instances, droperidol sharply raised 
plasma prolactin levels; however, in two patients two infusions 
did not elevate prolactin concentration. Despite the very high 
neuroleptic potency of droperidol (100mg given intravenously), 
not every infusion ameliorated schizophrenic psychopathology. 
Results are discussed in terms of the relationship between treat- 
ment response and prolactin response. 7 references. (Author ab- 
stract modified) 


004333 McEvoy, Joseph P.; Berney, Stuart; Wilson, William 
H.; Ban, Thomas A.; Guy, William. Tennessee Neuropsychiatric 
Institute, 1501 Murfreesboro Road, Nashville, TN 37217 A 
double-blind comparison of three dosages of flutroline (CP-36,584) 


in the treatment of 
chiatry. 15(5):318-324, 1980. 


Therapeutic and adverse effects of three dosages (1, 20, and 
100mg daily) of flutroline, a new gamma-carboline with a pre- 
clinical pharmacological profile similar to active neuroleptic 
agents, were compared in a double-blind clinical trial in 25 
newly admitted schizophrenic patients. Therapeutic effects and 
extrapyramidal signs were seen at the 20 and 100mg daily dos- 
ages, but not at the Img dosage. Serum prolactin levels were 
significantly elevated only at the 100mg daily dosage. It is noted 
that for some patients, the therapeutic dosage of flutroline may 
lie above 20mg daily. While patients who developed elevation 
of serum prolactin level were significantly more likely to devel- 
op extrapyramidal signs, neither the occurrence of elevations of 
serum prolactin level nor the occurrence of extrapyramidal 
signs were significantly related to therapeutic response. 5 refer- 
ences. (Author abstract modified) 
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004334 Odejide, A. O. Dept. of Psychiatry, University College 
Hospital, Ibadan, Nigeria Prevalence of persistent abnormal in- 
voluntary movements among patients in a Nigerian long-stay psy- 
chiatric unit. International Pharmacopsychiatry. 15(5):292-300, 
1980. 


Patients in a Nigerian chronic psychiatric patients’ unit 
(N=226) were examined for the evidence of abnormal involun- 
tary movements. The disorder was found in 21 (9.3%) of the pa- 
tients. The prevalence rate was higher among the females 
(14.5%) than among males (7%). All 21 patients had the diagno- 
sis of schizophrenia. Also, they were found to be of an older 
age group than the total population. In comparison with a con- 
trol group, the development of persistent abnormal involuntary 
movement was found not to be related to the daily dose of 
neuroleptic drugs administered or to the duration of the illness. 
It is concluded that the disorder is an idiosyncratic reaction. 22 
references. (Author abstract modified) 


004335 Panteleyeva, G. P.; Minsker, E. I.; Tsirkin, S. Yu.; Be- 
lyayev, B. S.; Lukanina, S. K. Institut psikhiatrii AMN SSSR, 
Moskva, USSR /The use of clinical and pharmacokinetic criteria 
in forecasting the efficacy of therapy in schizophrenia./ Mesto 
klinicheskikh i farmakokineticheskikh parametrov v prognoze 
effektivnosti terapii shizofrenii. Zhurnal Nevropatologii i Psik- 
hiatrii imeni S. S. Korsakova. 80(5):748-754, 1980. 


Clinical and pharmacokinetic criteria were developed to pre- 
dict the efficacy of chlorpromazine in 25 patients with schizo- 
phrenia of different degrees of progression. Results show that 
the most informative clinical criteria were: the disease course, 
the structure of the prevalent syndrome, a relatively low level 
of negative personality changes, alternating affective disorders 
in the initial stage of the disease, and the development of the 
mental state after a single control dose of chlorpromazine. Re- 
sults also show that the most informative pharmacokinetic crite- 
ria were the half-life of the drug and the penetration rate from 
the intestine into the blood. 11 references. (Journal abstract 
modified) 


004336 Paykel, E. S. Dept. of Psychiatry, St. George’s Hospi- 
tal Medical School, London, S.W. 17, Australia Psychopharma- 
cological and social aspects of schizophrenia: recent developments. 
Australian and New Zealand Journal of Psychiatry. 14(4):241- 
247, 1980. 


Schizophrenia is considered with respect to pharmacological 
and psychosocial interactions. Substantial evidence is provided 
which suggests that biological factors, such as genetic and neur- 
otransmitters, are involved in the etiology of schizophrenia, al- 
though their precise nature is uncertain. Environmental factors 
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such as a possible virus contribution and early social conditions 
are considered, and studies of the recent social environment 
have been found to be most influential, especially those concern- 
ing life-events proximate to relapse and the extreme sensitivity 
of the chronic schizophrenic to expressed emotion. It is suggest- 
ed that social therapies and psychotherapies can provide only an 
additive benefit in conjunction with drugs. This provides a pow- 
erful argument for a combined approach. 53 references. 


004337 Psaras, M.; Zissis, N. P.; Mouzakis, D.; Lyketsos, G. 
Zissis: 39, Mousson St., Pal. Phaleron, Athens, Greece Mobiliza- 
tion of refractory chronic schizophrenics with haloperidol. Inter- 
national Pharmacopsychiatry. 15(3):180-185, 1980. 

Adequate high doses of haloperidol, averaging 100mg/day, 
were administered for 16 weeks to 24 chronic schizophrenics 
who were refractory to standard antipsychotic treatment in an 
attempt to mobilize and release them from the hospital. At the 
end of the period, three patients were evaluated as able to leave 
the hospital, while 87% were subjectively evaluated as im- 
proved. High doses of haloperidol did not correlate with a 
higher incidence of unwanted effects. On the contrary, antipar- 
kinson treatment was discontinued or decreased in 14 patients. It 
is concluded that nonresponsive chronic schizophrenics can 


profit from adequate high doses of haloperidol. 13 references. 
(Author abstract modified) 


004338 Rao, V. A. Rama; Bailey, J.; Bishop, M.; Coppen, A. 
Coppen: MRC Neuropsychiatry Laboratory, West Park Hospi- 
tal, Epsom, Surrey KT19 8PB, England A clinical and pharma- 
codynamic evaluation of sulpiride. Psychopharmacology. 
73(1):77-80, 1981. 


In a double-blind study, the therapeutic efficacy of sulpiride 
was compared to that of haloperidol, an established neuroleptic 
agent. A total of 30 female patients with a diagnosis of chronic 
schizophrenia were initially stablized on the dosage of haloperi- 
dol which produced optimum therapeutic response when given 
once or twice daily. The patients were then randomly allocated 
to receive either sulpiride or haloperidol over a period of 12 
weeks. Plasma drug concentrations and prolactin levels were 
determined. Clinical effects were evaluated by Brief Psychiatric 
Rating Scale (BPRS), Wing Rating Scale, and Extrapyramidal 
Symptoms Rating Scale (EPS). A standardized side-effects 
checklist was used. Treatment with sulpiride was associated 
with a significant rise in plasma prolactin level, but paradoxical- 
ly, these patients had significantly reduced extrapyramidal 
symptoms. No significant correlation was found between plasma 

concentration and prolactin level or any of the clinical 
variables. Results confirm the antipsychotic activity of sulpiride. 
23 references. (Author abstract modified) 


004339 Shestakov, S. V. Kafedra psikhiatrii, Voronezhskiy me- 
ditsinskiy institut, Voronezh, USSR /The use of sodium nuclein- 
ate in the treatment of schizophrenic patients./ Ispol'zovaniye 
nukleinata natriya v terapii bol’nykh shizofreniyey. Zhurnal 
ae ii i Psikhiatrii imeni S. S. Korsakova. 79(5):623- 


A total of 142 patients (80 men and 62 women, 19 to 60 years 
old) with progressive forms of schizophrenia with pronounced 
symptomatology were treated with sodium nucleinate and other 
substances. Most of the patients had been suffering from the ill- 
ness for over 10 years. Sodium nucleinate alone was given to 17 
of the patients; 85 received it along with psychotropic sub- 
stances such as aminazine and trifluoperazine; and 40 received 
neuroleptics along with a therapeutically indifferent substance 
instead of nucleinate. The dynamics of some indices of nonspeci- 
fic reactivity were observed during treatment. Yeast sodium nu- 
cleinate was found to promote a softening and reversal of some 
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deficital symptoms, mainly in the emotional volitional sphere, 
and to decrease the threshold of sensitivity to neuroleptics. 
When remission occurred, the immunological indices returned 
to normal. 19 references. (Journal abstract modified) 


004340 Smulevich, A. B.; Bosov, A. M.; Dubnitskaya, E. B.; 
Izmaylova, L. G. Insitut psikhiatrii AMN SSSR, Moskva, 
USSR /The problem of psychop therapy of slowly pro- 
gressive hypochondriacal schizophrenia./ K probleme psikofarma- 
koterapii maloprogredientnoy ipokhondricheskoy shizofrenii. 
Zhurnal Nevropatologii i Psikhiatrii imeni S. S. Korsakova. 
79(11):1583-1587, 1979. 


The psychopharmacological aspect of nonpsychotic hypo- 
chondriacal conditions in schizophrenia was studied in 155 pa- 
tients (from 20 to over 60 years old) who were treated in one 
institution between 1976 and 1978. All the Ss suffered from 
slowly progressive schizophrenia. In most of the cases (139) this 
disease was of uninterrupted course, and only in 16 cases was it 
an attack-like process. The Ss were divided into three groups: 
neurosis-like hypochondria, physical sensations (pains), and rigid 
hypochondria. Results show that neither coma therapy nor the 
use of large doses of neuroleptics significantly reduced psycho- 
pathological symptoms. However, positive results were 
achieved with a combination of tranquilizers and small doses of 
neuroleptics. 23 references. 


004341 Steiner, S. Niederosterreichisches Landeskr 
fur Psychiatrie und Neurologie, Hauptstrasse 2, A-3400 Kloster- 
neuburg, Austria /The effect of an intensive course of neuroleptic 
drugs on schizophrenic patients and their subsequent course fol- 
lowing the cessation of all neuroleptic medication./ Beeinflussung 


schizophrener Erkrankungen durch eine neuroleptische Intensiv- 
behandlung und der weitere Verlauf nach Absetzen jeder neuro- 
leptischen Medikation. Psychiatria Clinica. 13(3-4):165-178, 
1980. 


A group of 229 patients with schizophrenic or other paranoid 
illnesses (9 patients) were treated for about 14 weeks with intra- 
muscular or intravenous injections of fluphenazine decanoate, 
and their subsequent course was monitored after 3 years. During 
the first 2 weeks, three injections of 250mg were given, fol- 
lowed by slowly lowering dosages at three weekly intervals. Ss 
also received tablets of procyclidine and 100mg to 150mg of 
amitriptyline p.o. After the initial intensive phase, Ss received 
an average of 145mg i.m. every 3 weeks. The findings at the 3 
year followup confirm those from an earlier assessment which 
showed the rapid onset and stability of remission, the absence of 
relapses among patients who continued treatment, and the rela- 
tive freedom from relapses among patients who did not continue 
to receive neuroleptic medication. The suggestion that the initial 
high dosage medication would have deleterious effects on the 
personality, producing robot-like or zombie-like behavior, was 
not confirmed. 3 references. (Journal abstract modified) 


004342 Tegeler, Joachim; Lehmann, Erlo. Rheinische Landesk- 
linik, Psych. Klinik, Universitatslinik Dusseldorf, Bergische 
Landstrasse 2, D-4000 Dusseldorf 12, West Germany A follow- 
up study of outpatients treated with depot-neurolep- 
tics. Progress in Neuro-Psychopharmacology. 5(1):79-90, 1981. 


Data from 78 schizophrenic patient attending an outpatient 
clinic were used to compare the efficacy of long-acting neuro- 
leptics and short acting medication. Over a 5 year period, the 
readmission rate and duration of inpatient stay were “significantly 
lower during treatment with depot neuroleptics than during 
treatment with short acting drugs. Demograhic data and thera- 
peutic conditions that may have influenced these results are dis- 
cussed. 14 references. (Author abstract modified) 
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004343 Vardi, J.; Flechter, S.; Oberman, Z.; Segal, R.; Shogan, 
G.; Haker, O. Dept. of Neurology and Chemical Pathology, 
Medical School Tel Aviv University, Tel Aviv, Israel Plasma 
dopamine beta hydroxylase activity in chronic schizophrenic pa- 
tients tested with single dose of 2-bromo-alpha ergocriptine (Par- 
lodel). Encephale. 7(1):95-103, 1981. 


Plasma dopamine beta hydroxylase (DBH) activity was meas- 
ured in six chronic schizophrenic patients. The six Ss received 
7.5mg of bromocriptine and blood samples were taken at regular 
intervals for 3 hours. Two control groups were used: a group of 
six schizophrenics who received no bromocriptine and a group 
of five normal individuals who received 7.5mg of bromocrip- 
tine. Results show a significant increase in DBH activity in the 
Ss compared to the control groups. This might be explained by 
hypersensitivity models of presynaptic and postsynaptic recep- 
tors, and of agonist and antagonist properties of bromocriptine 
when acting on these receptors. 33 references. (Journal abstract 
modified) 


004344 Zander, K. J.; Fischer, B.; Zimmer, R.; Ackenheil, M. 
Ackenheil: Psychiatrische Klinik der Universitat Munchen, 
Nussbaumstrasse 7, D-8000 Munchen 2, West Germany Long- 
term neuroleptic treatment of chronic schizophrenic patients: 
clinical and biochemical effects of withdrawal. Psychopharmaco- 
logy. 73(1):43-47, 1981. 


Clinical and biochemical effects of withdrawal from long- 
term neuroleptic treatment were studied in 17 chronic schizo- 
phrenic patients under neuroleptic treatment for 13 years. A 30 
day drug withdrawal resulted in early relapse of four patients, 
slight deterioration of five patients, and slight amelioration in 
eight patients. No incidents of neuroleptic symptoms such as 
tardive dyskinesia occurred. Prolactin in plasma and cerebrospi- 
nal fluid (CSF), not being elevated under chronic treatment, de- 
creased significantly after 30 days of withdrawal. Homovanillic 
acid and 3-methoxy-4-hydroxyphenylglycol in CSF ranged nor- 
mally and did not change during withdrawal. In contrast, 
plasma noradrenaline was elevated and decreased after drug dis- 
continuation. No unequivocal relationship between biochemical 
and psychopathological features was found. 42 references. 
(Author abstract modified) 


004345 Zisook, Sidney; Click, Maurice A., Jr. Dept. of Psychi- 
atry and Behavioral Sciences, University of Texas Medical 
School, P.O. Box 20708, Houston, TX 77025 Evaluations of lox- 
apine succinate in the ambulatory treatment of acute schizophren- 
ic episodes. International Pharmacopsychiatry. 15(6):365-378, 
1980. 


The efficacy of loxapine succinate in treating acute schizo- 
phrenic episodes of outpatients was assesed with 138 acutely ill 
schizophrenic outpatients. The patients were treated with oral 
loxapine succinate for up to 4 weeks in nine open label studies, 
all of which shared an identical protocol. For most patients. a 
daily dose of 30mg to 80mg loxapine was observed to provide 
safe, effective, and relatively immediate symptomatic relief, and 
in most cases, it helped to keep acutely ill schizophrenic patients 
out of the hospital. Side-effects, which occurred in 95 patients, 
were mostly mild and controllable and consisted mainly of ex- 
trapyramidal effects. 56 references. (Author abstract modified) 


09 DRUG TRIALS IN AFFECTIVE DISORDERS 


004346 Al-Yassiri, M. M.; Bridges, P. K. Academic Unit for 
Clinical Psychopharmacology, Guy’s Hospital Medical School, 
London SE1 9RT, England Trazodone efficacy and safety in en- 
dogenous depression: a double blind comparison with imipramine. 
Neuropharmacology. 19(12):1191-1193, 1980. 


The efficacy and side-effects of trazodone and imipramine, 
given orally to a group of patients suffering from endogenous 
depression, were investigated in a double-blind study. Data from 
the 26 Ss in the 6 month study indicate that trazodone has anti- 
depresant activity at least as potent as imipramine. Both drugs 
produced significant reduction in Wakefield Depression Scale 
and Hamilton Depression Scale scores. Trazodone seems to be 
well tolerated and to have less anticholinergic effects than imi- 
pramine. Dizziness and drowsiness are the main complaints of 
the patients on trazodone. 


004347 Albarello, B. 1. Servizio Psichiatrico O. C. Borgo 
Trento, Vernona, Italy /On the use of certain pharmacological 
categories in hysteria./ Sull’'uso di alcune categorie di psicofar- 
maci nelle forme isteriche. Rivista di Neuropsichiatria e Scienze 
Affini. 26(2):103-113, 1980. 


A biochemical interpretation of hysteria is proposed based on 
three case studies. In the first case, treatment of a 30-year-old 
woman with small dose of antidepressants was ineffective, and 
she returned to the clinic twice. She began to respond to aver- 
age doses of tricyclic antidepressants, which improved her hys- 
terical symptoms. A 23-year-old woman who rejected and 
would not care for her son showed little responsiveness to neur- 
oleptic treatment. At her second admission, however, she was 
treated more successfully with increasing doses of antidepres- 
sants. Th third case involves a 54-year-old woman whose hyste- 
ria was induced by trauma and who recovered somewhat under 
a varied drug treatment program but was maintained on anti- 
depressants alone. It is concluded that average doses of tricyclic 
antidepressants and small doses of benzodiazepines are most ef- 
fective in the treatment of hysteria. Theories of hysteria are dis- 
cussed. 17 references. (Journal abstract modified) 


004348 Ananth, J.; Engelsmann, F.; Kiriakos, R. Allan Memo- 
rial Institute, Montreal, Quebec H3A 1A1, Canada Evaluation of 
lithium response: psychometric findings. Canadian Journal of 
Psychiatry. 25(2):151-154, 1980. 


The usefulness of the MMPI in the prediction of lithium ther- 
apy response was investigated in 59 bipolar affective disorder 
patients, 39 of whom had no recurrences of manic-depressive ill- 
ness and functioned at premorbid levels during 2 years of lith- 
ium treatment (responders) and 20 of whom had had psychotic 
episodes during this period despite adequate lithium serum 
levels (nonresponders). Nonresponders obtained higher scores 
on Psychopathic Deviate, Paranoid, and Mania Scales; while re- 
sponders scored higher on the Hypochondriasis, Psychasthenia, 
and Social Introversion scales. Further work with pretreatment 
and posttreatment administration of the MMPI may provide ad- 
ditional and more definitive results. 5 references. (Author ab- 
stract modified) 


004349 Asarch, Kenneth B.; Shih, Jean C.; Kulcsar, Agnes. 
School of Pharmacy, University of Southern California, 1985 
Zonal Avenue, Los Angeles, CA 90033 Decreased 3H-imipra- 
mine binding in depressed males and females. Communications in 
Psychopharmacology. 4(5):425-432, 1980. 


The high affinity binding of 3H-imipramine to platelet mem- 
beranes from 23 untreated depressed men and women and 16 
normal men and women was studied. The maximal binding 
(Bmax) in the depressed groups, male as well as female, was 
signficiantly lower (20%) than in the normal groups, while the 
dissociation constants (Kd) were not significantly different. Nei- 
ther Bmax nor Kd differed statistically between the sexes for 
either the depressed or normal subject groups. No significant 
correlations were found between age and either Bmax or Kd for 
any of the four S subgroups. A statistically significant correla- 
tion did exist, though, between the Bmax of all of the Ss and 


drug therapy for outpatients. The overview is followed by a 
consideration of the social effects of depression, the depressed 
medical patient, and differentiating anxiety and depression. De- 
— pseudodementia 1 is covered as are the multiple facets of 
with an emphasis on the faciopsycho-myalgia 


004351 Ballus, C. Departamento de Psiquiatria y Psicologia 
Medica, Facultad de Medicina, Casanova 143, Barcelona 36, 
Spain Pharmacotherapy for depression. In: Kielholz, P., The gen- 
eral practitioner and his patients. Bern, Switzerland, 


depressed 
Hans Huber, 1981. 142 p. (p. 86-96). 


i its are classified as mood brightening, sedative anx- 
iolytic, or drive enhancing. These include tricyclic antidepres- 
sants, tetracyclic antidepressants, antidepressants of other types, 
and monoamine oxidase inhibitors. The administration and 


004352 Baxter, Claude F.; Tachiki, Ken H.; Blaser, Steven M.; 
Bednar, Bryce R.; Gosenfeld, Lawrence F. Neurochemistry 
Laboratories, Sepulveda Veterans Administration Medical 
Center, Sepulveda, CA 91343 Changes in blood plasma osmolal- 
7 - states of mania. Neurochemical Research. 6(1):47-53, 
In hospitalized male manic patients, fluctuations in blood 
plasma osmolality over a period of months showed a significant 
inverse correlation with changes in mania rating scores. Suc- 
cessful treatment with lithium carbonate was correlated with in- 
creasing levels of plasma osmolality and with significant remis- 
sion of manic symptoms. It is suggested that altered plasma os- 
molality is linked to changes in manic symptomatology through 
osmotically regulated metabolic changes in the CNS. 37 refer- 


004353 Belmaker, Robert H. Jerusalem Mental Health Center, 
Ezrath Nashim, Jerusalem, Israel Receptors, adenylate cyclase, 
— and lithium. Biological Psychiatry. 16(4):333-350, 

A clinical trial of the beta-2 adrenergic agonist, salbutamol 
(.25mg, intravenously) was conducted to test whether adrener- 


Psychopharmacology Abstracts 


gic receptor subsensitivity does occur during clinical antidepres- 
sant treatment. After 1 and 3 weeks oral salbutamol treatment, 
depression scores declined significantly in 11 depressed patients, 
while the plasma cyclic adenosine monophosphate (cAMP) re- 
sponse to intravenous salbutamol declined over 60%. The beta- 
adrenergic adenylate cyclase remained subsensitive 4 days after 
cessation of salbutamol therapy. Data are presented that lithium 
(Li), too, markedly reduces activity of beta-adrenergic adenylate 
cyclase in humans. The effect was evaluated by studying the 
effect of Li at therapeutic serum concentrations on plasma 
cAMP response to subcutaenous epinephrine. The Li effect is 
specific, since plasma cAMP response to glucagen was not in- 
hibited. The plasma cyclic GMP response to subcutaneous epin- 
ephrine, suggested as a model for presynaptic alpha-noradrener- 
gic mechanisms, is also partially inhibited by Li therapy. Since 
cAMP and cyclic GMP may be viewed as balancing substances, 
their interaction may provide a mechanism for Li’s dual clinical 
effects in mania and depression. 60 references. (Author abstract 
modified) 


004354 Bertoletti, Paolo. Ospedale S. Maria della Pieta, Roma, 
Italy /Anxious-depressive syndrome. Clinical study of a new ben- 
zodiazepine, prazepam./ Sindromi ansioso-depressiva. Studio 
clinico su una nuova 

opsichiatrico. 66(3):53-59, 1980. 


Twenty depressed patients between ages 25 and 40, whose ill- 
ness was expressed in tension and other physical symptoms, 
were treated with prazepam (30 to 60mg, administered three 
times daily) for 3 months. Results show that patients’ anxiety, 
tension, insomnia, and physical distress were reduced. Also, Ss’ 
general condition and mood were improved. An undesirable 
sedative effect in three patients was eliminated by decreasing 
the dosage from 60 to 30mg daily. 8 references. 


il prazepam. Lavoro Neur- 


004355 Bogaert, M. G.; Rosseel, M. T.; Deberdt, R.; Vranckx, 
C. Heymans Institute of Pharmacology, University of Gent 
Medical School, De Pintelaan 135, B-9000 Gent, Belgium 
Plasma levels of the cis- and trans-isomers of doxepin and des- 
methyldoxepin after administration of doxepin to patients. Arz- 
neimittel-Forschung. 31(1):113-115, 1981. 


In depressed patients treated acutely or chronically with dox- 
epin, a 15:85% mixture of cis-isomers and trans-isomers of N,N- 
dimethyldibenz(b,e)oxepin-deltal 1(6H)-3-propylamine, plasma 
levels of the cis-forms and trans-forms of doxepin and desmeth- 
yldoxepin were measured using a GLC method with a capillary 
column and a nitrogen detector. In two patients 50mg of doxe- 
pin were administered three times daily for 5 days, in nine pa- 
tients plasma samples were taken every few days during the first 
weeks of treatment with 50mg t.i.d. of doxepin, and steady-state 
levels were obtained after 3 weeks of treatment in patients given 
25mg t.id. of doxepin and in patients given 100mg of doxepin 
once daily. A gradual increase in the concentration of the prod- 
ucts in the plasma was evident in the first days of doxepin ad- 
ministration. There is variation between patients in the steady- 
state concentrations of trans-doxepin and of cis-desmethyldoxe- 
pin and trans-desmethyldoxepin. cis-Doxepin levels always are 
very low. It is suggested that for studies of correlations between 
plasma levels and therapeutic and toxic effects of doxepin, the 
isomers of the parent compound and its metabolite should be 
measured separately. 8 references. (Journal abstract modified) 


004356 Boutelle, W. E. V. A. Medical Center, Northampton, 
MA Clinical response and blood levels in the treatment of depres- 
sion with a new antidepressant drug, amoxapine. Neuropharmaco- 
logy. 19(12):1229-1231, 1980. 

The divided dose regimen and the single daily dose adminis- 
tration of amoxapine were compared, and the relationship be- 


09 

004350 
their respective dissociation constants. In addition, 3H-imipra- 

mine binding to platelet membranes remained unchanged during 

2 weeks of daily therapy on the monoamine oxidase inhibitor, 

tranylcypromine. 9 references. (Author abstract) 

004350 Ayd, Frank J, Jr. no address Clinical depressions: diag- 

nostic and therapeutic challenges. Baltimore, Ayd Medical Com- 

munications, 1980. 228 p. $20. 

A series of statements is presented by experienced clinicians ; 
on their concepts of depressions and their therapies. An over- : 
view of depression and its management is provided and covers 
the signs and symptoms of primary and secondary depression, 
depression in geriatric patients, alternatives to psychopharmaco- 
logical methods, and techniques for initiating antidepressant 
and a biopsychosocial model of depression are discussed. The 
postmarketing surveillance of maprotiline in Canada is included : 
as an addendum. 

Pharmacotherapeutic treatment of depression is discussed. 4 
Before treatment the depression must be classified nosologically a 
as either psychogenic, endogenous, or somatogenic. Pharma- : 
cotherapy is primarily indicated in endogenous depressions, al- E 
though they can play a role in psychogenic and somatogenic de- 4 
pressions. Selection of an appropriate antidepressant depends on 4 
phenomenological features and whether the clinical picture is : 
predominantly characterized by depressive mood, anxious agita- 
tion, psychomotor retardation or functional disturbances. The 3 
dosage, side-effects, and contraindications of antidepressants are ; 
reviewed. 16 references. 
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tween clinical response and steady-state blood levels of amoxa- 
pine and its 8-OH metabolite in the treatment of depressed pa- 
tients was assessed. Both divided dose and single daily dose ad- 
ministration of amoxapine were found almost equally effective 
in alleviating the depressed symptoms in various types of de- 
pressed patients. Overall incidences of adverse experiences were 
slightly different. Data concerning the correlation between clini- 
cal state and blood levels of amoxapine appear to support the 
original finding of Asberg, Cronholm Sjoqvist, and Tuck (1971). 
5 references. 


004357 Braccini, T.; Darcourt, G.; Corti, H.; Lapalus, P.; La- 
vagna, J.; Myquel, M. Hopital Pasteur, Service de Psychiatrie et 
de Psychologie medicale, F-06031 Nice Cedex, France /Clinical 
significance of the erythroplasmatic ratio of lithium./ Significa- 
tion clinique du rapport erythro-plasmatique du lithium. Acta 
Psychiatrica Belgica. 80(4):413-419, 1980. 


Six hundred erythroplasmatic ratios of lithium in 67 Ss with 
affective disorders were studied. Ratio values during relapse 
phase were not significantly different than those values found 
during remission phases. The same was true for periods with 
neuroleptic treatment and phases without neuroleptic treatment. 
Ratio values were not noticeably modified by personality, sex, 
or the evolution of the disorder. However, the results indicate 
that the preventive effect of lithium is found primarily in Ss 
with high erythroplasmatic levels. 15 references. (Journal ab- 
stract modified) 


004358 Briley, M. S.; Raisman, R.; Sechter, D.; Zarifian, E.; 
Langer, S. Z. Dept. of Biology Synthelabo LERS, 58, rue de la 
Glaciere, F-75013 Paris, France (3H)-Imipramine binding in 
human platelets: a new biochemical parameter in depression. 
Neuropharmacology. 19(12):1209-1210, 1980. 


A preliminary study of (3H)imipramine binding sites in de- 
pressed patients is described, and the utility of (3H)imipramine 
binding in human platelets as a biochemical parameter in depres- 
sion is discussed. Platelets of 16 untreated severely depressed 
women were found to possess significantly fewer binding sites 
than those of a control group of 21 normal women of the same 
ages. The affinity for (3H)imipramine was the same in the two 
groups. The possible relationship between this finding and mood 
is discussed. It is suggested that low platelet binding of 
(3H)imipramine may be an indication of a genetic predisposition 
to depression, thus remaining low even after the depression has 
passed. 10 references. 


004359 Carroll, Bernard; Feinberg, Michael; Greden, John; 
Tarika, Janet; Albala, A.; Haskett, Roger; James, Norman; 
Kronfol, Ziad; Lohr, Naomi. Mental Health Research Institute, 
University of Michigan, Ann Arbor, MI 48109 Standardization 
of the dexamethasone suppression test for the diagnosis of melan- 
cholia. (Unpublished paper). Research Report, NIMH Grant 
5RO1-MH-28294, 1980. 


A group of 368 psychiatric patients and 70 normal controls 
were studied with an overnight dexamethasone suppression test 
(DST) in order to standardize the test for the diagnosis of pa- 
tients with melancholia (endogenous depression). Abnormal 
escape of plasma cortisol concentrations from suppression 
within 24 h after administration of dexamethasone occurred fre- 
quently in melancholic patients but rarely in other Ss. The opti- 
mal plasma cortisol criterion concentration above which a DST 
result may be considered abnormal, was Smcg/dl. The optimal 
dose of dexamethasone was Img, which gave an overall test 
sensitivity double that obtained with a dexamethasone dose of 
2mg, without loss of specificity. The most efficient schedule of 
blood sampling was the combinatior of samples obtained at 
1,600 and 2,300 h postdexamethasone. These two blood samples 


detected 98% of the positive tests. The DST procedure identi- 
fied melancholic Ss with a sensitivity of 67% and a specificity 
of 96%. The diagnostic confidence for melancholia of a positive 
DST result was 94%. Based on the plasma cortisol concentra- 
tions obtained only at 1,600 h postdexamethasone, there was no 
significant difference in the sensitivity observed among melan- 
cholic outpatients and inpatients. Abnormal DST results were 
not related significantly to age, sex, recent use of psychotropic 
drugs, or severity of depressive symptoms. It is concluded that 
there is extensive evidence which validates this practical test for 
the diagnosis of melancholia. 39 references. (Author abstract 
modified) 


004360 Catlin, Don H.; Gorelick, David A.; Gerner, Robert 
H.; Hui, Ka Kit; Li, Choh Hao. Dept. of Pharmacology, Uni- 
versity of California, Los Angeles, CA 90024 Clinical effects of 
beta-endorphin infusions. Advances in Biochemical Psychophar- 
macology. 22:465-472, 1980. 


Clinical effects of beta-endorphin infusions were evaluated in 
eight depressed psychiatric inpatients and in four narcotic ad- 
dicts maintained on methadone for at least 2 years. Intravenous 
administration of synthetic human beta-endorphin produces 
physiological and hormonal effects in man, with some sugges- 
tion of behavioral effects as well. These effects are pharmaco- 
logical, rather than physiological ones, since they occurred at 
plasma concentrations several orders of magnitude greater than 
baseline levels of endogenous beta-endorphin. Results suggest 
that peripherally administered beta-endorphin may enter the 
CNS. It is suggested that beta-endorphin activates a different 
class of opiate receptors in man than it does in animals, and a 
different class than does morphine. 36 references. (Author ab- 
stract modified) 


004361 Cazzullo, C. L.; Sacchetti, E.; Smeraldi, E. Institute of 
Clinical Psychiatry, University Medical School, Milan, Italy 
Psychotropic drugs and their relationship with of 
affective disorders. Progress in Neurobiology. 3:25-38, 1979. 


The relationship between the psychopathology of depressive 
behavior and the effectiveness of drugs affecting mood is dis- 
cussed. Nonpsychological validation of diagnosis of primary af- 
fective disorders is considered. Predictability of the response to 
antidepressant drugs is covered. Factors involved in the effec- 
tiveness of long-term lithium treatment are examined. (Journal 
abstract modified) 


004362 Checkley, S. A. no address A neuroendocrine study of 
adrenoceptor function in endogenous depression. Acta Psychia- 
trica Scandinavica. 61(Suppl. 280):211-217, 1980. 


Hormone responses to methylamphetamine were measured in 
patients with depressive illness and in control patients. The cor- 
ticosteroid response to methylamphetamine was significantly less 
in 20 patients with endogenous depression than in six patients 
with reactive depression, eight patients with other functional 
psychoses, and 10 patients with other psychiatric illnesses. The 
same response was also less in 10 patients when they were de- 
pressed as compared to when they had recovered. In contrast, 
growth hormone responses to methylamphetamine were similar 
in all the groups which were tested. It is suggested that patients 
with endogenous depression have a defect at some central 
alpha-adrenoceptors. A panel discussion of these findings is ap- 
pended. 27 references. (Author abstract modified) 


004363 Cookson, J. C.; Silverstone, T.; Besser, G. M.; Wil- 
liams, S. Academic Unit of Human Psychopharmacology, Medi- 
cal College of St. Bartholomew's Hospital, Ritson Road, 
London E8 1DF, England Plasma corticosteriods in mania: the 
effects of pimozide. Neuropharmacology. 19(12):1243-1244, 1980. 
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corticosteroid levels of six manic patients were moni- 
tored for 2 weeks to determine how abnormalities in these levels 
respond during treatment with pimozide. Venous blood samples 
were taken at 09:00, 18:00, and 24:00 hours on the day before 
medication started and on days 3, 7, and 14 of medication. Clini- 
cal state was assessed using the eight item rating scale of Petter- 
sen, Fyro, and Sedvall (1973). The mean corticosteroid levels 
before treatment were raised outside the normal range, with 
blunting of the circadian rhythm. During the 2 week treatment 
period, clinical ratings and plasma corticosteroid levels reflected 
gradual improvement. The effectiveness of pimozide in lowering 
towards normal the raised corticosteroid levels of these patients, 


raised cortisol levels of patients with endogenous depression. 10 


004364 Coppen, A.; Wood, K. M. no address Peripheral sero- 
tonergic and adrenergic responses in depression. Acta Psychia- 
trica Scandinavica 61(Suppl. 280):21-28, 1980. 


Peripheral serotonergic and adrenergic responses were inves- 
tigated among depressed patients following a 6 week period of 
tricyclic antidepressant administration using three assessment 
procedures: 1) platelet serotonin (5-HT) uptake; 2) tyramine, 
noradrenaline, and phenylephrine dose/pressor response test; 
and 3) plasma concentration of amitriptyline and nortriptyline. 
The capacity of transport of 5-HT through the platelet mem- 
brane is reduced significantly in depressive patients. The con- 
centration of amitriptyline in the plasma is related positively and 
significantly to the inhibition of uptake of 5-HT by blood plate- 
lets of depressed patients, but there is no significant correlation 
between platelet 5-HT uptake inhibition and clinical improve- 
ment. The phenylephrine, tyramine, and noradrenaline pressor 
tests all show a result that is consistent with increased sensitivity 
of the peripheral alpha-adrenoreceptors in patients with depres- 
sion. All the tests indicate changes (decreases in sensitivity) re- 
sulting from the use of amitriptyline. A discussion of the find- 
ings is appended. 23 references. 


004365 Faravelli, C.; Marchetti, G.; Benvenuti, P.; Cabras, P. 
L. Clinica Psichiatrica, Universita di Firenze, Firenze, Italy / 
Lithium in the prophylaxis of recurrent affective disorders (effec- 
tiveness of low plasma levels and predictors to clinical response)./ 
Il litio nella prevenzione delle turbe cicliche dell’affettivita (effi- 
cacia dei bassi livelli plasmatici e fattori di previsione dell’esito 
della terapia). Rivista di Patologia Nervosa e Mentale. 
101(6):261-271, 1980. 


Results are presented from treating 38 patients with recurrent 
affective disorder with lithium carbonate for a period of 3 to 8 
years. Good response was observed in 24 Ss, who had a de- 
crease of at least 50% in recurrences during the treatment 
period as compared with the period preceding it. This improve- 
ment was obtained in spite of the fact that plasma lithium was 
maintained within 0.40 to 0.80 mEq/I, a range lower than rec- 
ommended. Ss whose plasma lithium fell below 0.40 had signifi- 
cantly increased relapses. No marked toxic effect was recorded. 
Some factors (bipolar illness, typical symptom pattern, and 
family history of affective disorder) were associated with a fa- 
vorable outcome. The absence of these factors, however, did 
not predict a poor response in more than 40% of the cases. It is 
concluded that it is worthwhile to start a lithium treatment 
whenever a diagnosis of recurrent affective disorder is made. 19 
references. (Journal abstract modified) 


004366 Fink, Max. Dept. of Psychiatry and Behavioral Science, 
School of Medicine, State University of New York, Stony 
Brook, NY 11794 Convulsive and drug therapies of depression. 


Psychopharmacology Abstracts 


Annual Review of Medicine: Selected Topics in the Clinical 
Sciences. 32:405-412, 1981. 


Selected studies of convulsive and drug therapies of depres- 
sion are reviewed, and the safety and efficacy of electroconvul- 
sive therapy (ECT) are compared with those of antidepressant 
drugs. It is noted that antidepressant drugs and ECT are both 
effective therapies of endogenous depression, and some anti- 
depressant and anxiolytic drugs may influence aspects of neurot- 
ic depression favorably. While ECT is clearly more effective 
than tricyclic antidepressants and monoamine oxidase inhibitors, 
the additional difficulty in administering ECT, the public image 
of its special hazards, and the ease of administering drug ther- 
apies make their use generally preferred. There are special con- 
ditions, however, such as the severity of illness, the risk of death 
by inanition or suicide, and medical complications (including 
pregnancy) that lead the prudent physician to recommend ECT. 
71 references. (Author abstract modified) 


004367 Gershon, Samuel; Goodnick, Paul J. Dept. of Psychia- 
try, Wayne State University, Detroit, MI 48202 Lithium use in 
affective disorders. Psychiatric Annals. 11(4):38-40, 42-43, 47-48, 
53, 55-57, 1981. 


The use of lithium in the treatment of affective disorders and 
of schizophrenia, and the side-effects associated with lithium 
therapy are discussed. Lithium has been shown to have a very 
specific effect on mania. Comparisons between lithium therapy 
and the use of chlorpromazine are reviewed. Chlorpromazine 
controls motor activity more rapidly, but total normalization 
occurs with lithium whereas return to normal motor activity is 
slower, less consistent, and less complete in patients receiving 
chlorpromazine. Lithium exerts a more complete and more spe- 
cific effect on the entire range of behavior found in mania, 
bringing about a more complete recovery even though it is 
much slower in producing clinical results when first adminis- 
tered. Studies on the effectiveness of lithium as an antidepres- 
sant are reviewed. There are four schools of thought on the use 
of lithium in the treatment of schizophrenia: that lithium is actu- 
ally harmful because of the possibility of toxicity to the central 
nervous system, that schizophrenic patients who respond to lith- 
ium are actually atypical manic-depressives, there is a subgroup 
of true schizophrenics who respond favorably to lithium, lith- 
ium may be useful when used in combination with another drug. 
Further research is needed to pinpoint the efficacy of lithium in 
treating recurrent mania, manifest depression, and schizophrenia, 
but the trend of investigation to date indicates that lithium may 
be useful in treating at least important subgroups of such pa- 
tients. 54 references. 


004368 Glassman, Alexander H. Dept. of Psychiatry, Columbia 
University College of Physicians and Surgeons, New York, NY 
10032 Blood-level measurements of tricyclic drugs as a diagnostic 
tool. Psychiatric Annals. 11(4):14-15, 19-23, 1981. 


The use of laboratory determinations of plasma levels of tri- 
cyclic drugs of patients under the care of a psychiatrist for de- 
pression is discussed. Studies using imipramine are reviewed. In- 
dividuals given identical dosages of tricyclic antidepressants can 
develop quite different plasma concentrations of the drug. Ret- 
rospective findings indicate that almost one out of every five pa- 
tients 65 years of age or older receiving imipramine has an or- 
thostatic hypotension that is serious enough to cause treatment 
to be altered or discontinued. Determinations of plasma levels of 
tricyclics can be useful for refractory patients, for patients with 
adverse reactions, and for patients with heart disorders. Plasma 
level determinations are useful to the clinician in determining a 
therapeutically effective dosage, in increasing clinical efficacy 
and in providing a better understanding of the drug’s toxicity. 
14 references. 


suggests that the mechanisms underlying the raised levels of 
mania differ at least in part from the mechanisms underlying the 
references. 
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004369 Goodnick, Paul J.; Fieve, Ronald R.; Meltzer, Herbert 
L.; Dunner, David L. Dept. of Psychiatry, Wayne State Univer- 
sity, Veterans Administration Medical Center, Southfield and 
Outer Drive, Allen Park, MI 48101 Lithium elimination half-life 
and duration of therapy. Clinical Pharmacology and Therapeu- 
tics. 29(1):47-50, 1981. 


The elimination half-life of lithium carbonate in red blood 
cells, plasma, and urine were measured in 30 patients hospital- 
ized for primary affective disorder. The half-iife values were 
lowest in patients on their initial course of lithium (1.12, 1.28, 
and 1.22 days for urine, plasma, and red blood cells, respective- 
ly). Patients on lithium for less than 1 year had intermediate 
values (1.85, 1.65, and 1.75 days), and those on lithium for more 
than 1 year had the longest values (2.40, 2.43, and 2.24 days). 
Results indicate that lithium may stimulate the production of an 
endogenous regulator of lithium efflux, which may be an impor- 
tant factor in planning long-term lithium prophylaxis. 27 refer- 
ences. (Author abstract modified) 


004370 Gram, L. F. no address Pharmacokinetics and clinical 
response to tricyclic antidepressants. Acta Psychiatrica Scandina- 
vica. 61(Suppl. 280):169-180, 1980. 


The status of clinical research in plasma monitoring of the tri- 
cyclic antidepressants is outlined, and methodological problems 
and diagnostic issues in plasma monitoring are discussed. It is 
noted that although plasma levels of tricyclic antidepressants are 
an important variable determining clinical effect, other varia- 
bles, particularly diagnostic selection of patients, are equally im- 
portant determinants of clinical outcome. Plasma level/effect re- 
lationships have been established reasonably well for only two 
tricyclic antidepressants, nortriptyline and imipramine. It is con- 
cluded that by having the various methodological factors better 
elucidated and by having more practical clinical data on plasma 
level monitoring available, it should be possible to conduct 
cost/benefit analyses that would permit proper recommenda- 
tions for the more general use of plasma level monitoring of tri- 
cyclic antidepressants in future clinical practice. A panel discus- 
sion of this paper is appended. 31 references. 


004371 Helmchen, H. Psychiatrischen Klinik der Freien Uni- 
versitat, Berlin, Eschenallee 3, D-1000 Berlin 19, West Germany 
Interactions between antidepressants and other drugs. In: Kiel- 
holz, P., The general practitioner and his depressed patients. 
Bern, Switzerland, Hans Huber, 1981. 142 p. (p. 97-104). 


Various forms of polypharmacy involving antidepressants are 
reviewed for three sets of circumstances: multimorbidity, long- 
term medication in normal subjects, and self-medication. The in- 
teractions between antidepressants and other drugs in cases of 
hypertension, cardiovascular disorders, and diabetes are dis- 
cussed. The use of oral contraceptives and antidepressants are 
also considered. It is argued that complications due to polyphar- 
macy arise under the following circumstances: 1) failure to use 
caution in adapting dosages to the blood concentrations required 
for therapeutic purposes; 2) failure to carefully observe and 
monitor the patient; and 3) failure to interrupt drug treatment 
frequently enough in order to reassess the clinical picture. 13 
references. 


004372 Holmberg, G. Psykiatriska kliniken, Danderyds Sjuk- 
hus, S-18203, Danderyd 3, Sweden Long-term treatment for de- 
pression. In: Kielholz, P., The general practitioner and his de- 
pressed patients. Bern, Switzerland, Hans Huber, 1981. 142 p. 
(p. 117-122). 


Long-term use of prophylactic treatment for depression is dis- 
cussed. The effectiveness of lithium has been documented; how- 
ever, it can have side-effects such as renal lesions. Therefore, in- 
dications for lithium treatment should be well defined and well 


monitored. Thymoleptic agents, such as tricyclic agents, have 
also been used on a long-term basis. They are preferable to lith- 
ium in some cases where difficulty is encountered because of 
lithium’s side-effects or difficulty in maintaining serum lithium 
levels. However, antidepressants also have side-effects which 
must be carefully monitored. 16 references. 


004373 Itil, T. M.; Soldatos, C. no address Clinical neurophysio- 
logical properties of antidepressants. In: Hoffmeister, F., Hand- 
book of experimental pharmacology, vol. 55/1. Berlin, West 
Germany, Springer-Verlag, 1980. (p. 437-469). 


The clinical neurophysiological properties of antidepressants 
are reviewed. Quantitative analysis of scalp recorded EEGs 
demonstrates that the effects of antidepressants are dose and 
time related. The majority of classic antidepressants produces 
thymoleptic EEG reactions. These EEG alterations are charac- 
terized by an increase of very slow and very fast activities and a 
decrease of alpha-waves in the primary wave measurements of 
the computer analysis, and a decrease of slow and an increase of 
fast activities in the first derivative measurements. Compounds 
producing these changes are tricyclic antidepressants. Some an- 
tidepressants produce effects similar to those seen after psychos- 
timulant compounds. These changes are characterized by an in- 
crease of alpha and slow beta-activities, and a decrease of 
slower and faster potentials in the primary wave measurements. 
The third group of compounds, some of them neuroleptics, pro- 
duce slow-waves and some superimposed fast activities in EEG. 
The systematic changes in human EEG within a few hours of 
oral administration of a single dose of antidepressants suggest a 
specific type of biochemical alteration, probably in the reticular 
activating system of the brainstem. 90 references. 


004374 Janowsky, David S.; Davis, John M. University of Cali- 
fornia, San Diego, CA 92037 Cholinergic mechanisms in mania 
and depression: questions of specificity. In: Belmaker, R., Mania: 
an evolving concept. Jamaica, NY, SP Medical and Scientific 
Books, 1980. 403 p. 


The possible role of cholinergic factors in the regulation of af- 
fective disorders is reviewed and implications of research find- 
ings to the question of whether or not mania is a specific disease 
or a nonspecific cluster of symptoms are discussed. Studies 
using cholinesterase inhibitors, investigations of the effects of 
physostigmine and neostigmine, research on the mood depres- 
sant effects of physostigmine and the depressant effects of ace- 
tylcholine precursors, studies on the rebound effects in manics 
following physostigmine administration, and research on the an- 
tagonistic effects of methylphenidate and physostigmine and on 
the cholinergic and anticholinergic effects of psychotropic drugs 
are seen as indicating that shifting central adrenergic/choliner- 
gic balance regulates affect in man. No support for a role for 
acetycholine in affect regulation was noted. Specificity studies 
in manic-depressives versus normals and affect disordered pa- 
tients in general, as well as in mania versus schizophrenia, sug- 
gest that homeostatic mechanisms in the CNS of the manic-de- 
pressive patient may be faulty, and that an imbalance of adren- 
ergic and cholinergic factors could explain the excessive activa- 
tion and inhibition in these patients. They also suggest that 
mania and schizophrenia are symptom complexes that pharma- 
cologically respond similarly, at least to adrenergic and cholin- 
ergic agents. 37 references. 


004375 Kabes, J.; Dostal, T.; Nahunek, K.; Svestka, J.; Molcan, 
J.; Caplova, T.; Hynek, K.; Faltus, F.; Holland, R. P. C. Insti- 
tute of Psychiatry, Praha, Czechoslovakia Multicentre study 
with viloxazine (Vivalan) in depressed patients. International 
Pharmacopsychiatry. 15(4):228-239, 1980. 


pany to 300mg daily for 1 month were evaluated in 115 inpa- 


significant te the 
Scale, from day 3 of treatment onwards. Although many of 


transient and did not prevent continuation of treatment. 13 ref- 
erences. (Author abstract modified) 


004376 Kielholz, P.; Kelly, D.; Adams, C. Psychiatrischen Uni- 
versitatsklinik, Wilhelm-Klein-Strasse 27, CH-4025 Basle, Swit- 
zerland Guidelines on the diagnosis and treatment of depression. 
In: Kielholz, P., The general practitioner and his depressed pa- 
tients. Bern, Switzerland, Hans Huber, 1981. 142 p. (p. 123-133). 


Guidelines for the general practitioner on the diagnosis and 
treatment of depression are presented. Diagnosis depends on ob- 
examination. Both the basic and accessory symptoms of the de- 
pressive syndrome are summarized. Characteristics of somato- 

genic depressions and endogenous depressions are cited. The use 
Specific aspects considered are selection of the appropriate anti- 
depressant, the dosage and duration of antidepressive medica- 
tion, parenteral treatment with antidepressants, and additional 


004377 Kline, N.; Sacks, W. no address Treatment of depression 

project. Acta Psychiatrica Scandinavica. 61(Suppl. 
1980. 

An unfinished study of the treatment of depression with a 
monoamine oxidase (MAO) inhibitor followed by 5-hydroxy- 
tryptophan (5-HTP) is described. Fifty nine patients with symp- 
toms of depression were selected, regardless of whether depres- 
sion was or was not the primary diagnosis. All patients were 
placed on an MAO inhibitor a minimum of 3 days before the 5- 
HTP injection. Over half of the patients showed at least some 
response within 24 hours to either 25mg or 50mg of 5-HTP. 
Upon more prolonged treatment in a conventional manner, the 
14 patients showing no change and the six patients with partial 
improvement eventually responded favorably. A panel discus- 
sion of these results is appended. 27 references. 


004378 Kolata, Gina Bari. no address Clinical trial of 
erapies is under way. Science. 212(4493):432-433, 1981. 


A National Institute of Mental Health multiinstitutional, clini- 
cal trial comparing drugs to two forms of psychotherapy in the 


determined by asking the patients and therapists whether the 


Psychopharmacology Abstracts 


therapy relieved the patients’ symptoms of depression and by 
conducting an independent clinical evaluation. 


004379 Kulkarni, M. R.; Mulay, V. P. B. J. Medical College, 
Pune 411 001, India Value of propanidid in electro convulsive 
therapy (comparison with thiopentone), Indian Journal of Psychi- 
atry. 22(4):371-374, 1980. 


The role of propanidid in ECT was examined and compared 
with that of thiopentone in 40 patients suffering from psychotic 
disorders. Propanidid proved to have all the advantages of thio- 
pentone and none of its disadvantages. Its short duration of 
action suits the short procedure of ECT. It is concluded that the 
use of propanidid will allow more ECTs to be given in outpa- 
tient departments and will help in reducing the patient load on 
the hospital staff. 7 references. 


004380 Lange, Ehrig; Riedel, Christa; Konig, Liesbeth; Liefke, 
Tilo; Kursawe, Hubertus. Neurologisch-Psychiatrische Klinik, 
Medizinischen Akademie Democratic Republic A comparative 
clinical trial with the tranquilizer trazodone and the tricyclic anti- 
depressant clomipramine. Klinische Vergleichsprufung Trazo- 
done-Clomipramin. Psychiatrie, Neurologie und Medizinische 
Psychologie. 32(12):748-750, 1980. 


. Trazodone and clomipramine were compared for their anti- 
depressant effects and side-effects. Forty patients in two East 
German cites were given between 200mg and 600mg of either 
drug over a 2 year period. The findings were evaluated with the 
Hamilton Depression Scale and the Zerssen Mood Scale. Trazo- 
done was found to have no harmful side-effects, even in combi- 
nation with other medications, including sedatives. Its primary 
effect is tranquilizing and anxiolytic, rather than mood improv- 
ing or activity stimulating. However, clomipramine is more ef- 
fective for endoreactive and neurotic depression as well as for 
intravenous treatment of severe depression. Although among 
nontricyclic antidepressants maprotiline is preferred to trazo- 
done, trazodone’s tremor inhibiting qualities in alcoholics war- 
rant further study. 


004381 Lideman, R. R.; Panteleyeva, G. P.; Tsutsul’kovskaya, 
M. Ya.; Vartanyan, F. Ye.; Belyayev, B. S. Institut psikhiatrii 
AMN SSSR, Moskva, USSR /The effect of naloxone on the con- 
dition of patients with endogenous psychoses./ Vliyaniye nalok- 
sona na sostoyaniye bol’nykh endogennymi psikhozami. Zhurnal 
Nevropatologii i Psikhiatrii imeni S. S. Korsakova. 80(2):231- 
237, 1980. 


The effect of naloxone (0.3mg/kg) on the intensity of halluci- 
nations and manic disorders was studied in eight patients one 
with manic-depressive psychosis and seven with continuous and 
attack-like schizophrenia) using the double-blind control 
method. Results indicate the possibility that the endogenous li- 
gands of opiate receptors play a role in the pathogenesis of en- 
dogenous mental illnesses, especially those which involve affec- 
tive and schizoaffective psychoses. Results also show that the 
reactions of the Ss to naloxone were heterogeneous. These re- 
sults suggest that further studies should be based on the selec- 
tion of patients who are sensitive to naloxone. 13 references. 
(Journal abstract modified) 


004382 Loeb, C.; Roccatagliata, G.; Albano, C.; Abbruzzese, 
G. Clinica Neurologica, Universita di Genova, Via A. De Toni, 
5, I-16132 Genova, Italy /Cerebrospinal fluid values of HVA and 
5-HIAA in patients with endogenous depression during the course 
of treatment./ Valori liquorali di HVA e 5-HIAA in pazienti af- 
fetti da depressione endogena in corso di trattamento. Schweizer 
Archiv fur Neurologie, Neurochirurgie und Psychiatrie. 
126(1):27-32, 1980. 
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dogenous, involutional, and neurotic depression). Multicenter pe / 
ment, the average response rate was 71%. Global assessment, “4 
similarly indicated early improvement, and 86% of the patients 
were considered improved by the end of the study period. Side- 
effects, primarily gastric disturbance, were generally mild and 3 
develop a new 4 understanding of psychotherapy by showing 
how and why it helps depressed people, if it does. Twenty 
seven therapists have been in training to participate in the study 
by learning a drug treatment regimen using imipramine, a tricy- 
clic antidepressant, or a placebo, and cognitive behavioral ther- 
apy and interpersonal therapy. A total of 144 patients whose de- 
pression has been carefully documented will be randomly as- 
signed to one of these four treatments. In addition, 35 patients 
will be assigned to a treatment as usual group, or referral to ex- 
648 
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Homovanillic acid (HVA) and 5-hydroxyindoleacetic acid (5- 
HIAA) were determined in the lumbar cerebrospinal fluid of 17 
patients affected by endogenous depression. The modifications 
of the amine metabolites after treatment (tricyclics, bromocrip- 
tine, trazodone, electroconvulsive therapy) were not related to 
the specific therapy nor to the clinical improvement. In 11 pa- 
tients, HVA and 5-HIAA showed opposite modifications. The 
possible role of interactions between dopaminergic and seroton- 
ergic systems in the pathogenesis of endogenous depression is 
discussed. 16 references. (Journal abstract) 


004383 Mann, J. John; Friedman, Eitan; Georgotas, Anastase; 
Gershon, Samuel. Dept. of Psychiatry, Cornell University Medi- 
cal College, 1300 York Avenue, New York, NY 10021 The anti- 
depressant effects of trazodone and inhibition of platelet serotonin 
reuptake. Communications in Psychopharmacology. 4(4):293- 
301, 1980. 


Trazodone was demonstrated to produce rapid in vivo inhibi- 
tion of platelet serotonin reuptake in patients suffering from en- 
dogenous depression. This effect did not show significant corre- 
lation with clinical response, which took several days to occur. 
No significant direct correlation could be demonstrated between 
clinical response and reuptake inhibition although responders 
showed significantly greater serotonin reuptake inhibition than 
nonresponders, without a significant difference in trazodone 
plasma levels. It is suggested that if serotonin reuptake inhibition 
is related to the antidepressant action of trazodone, then it may 
be via secondary effects that take time to develop. 23 refer- 
ences. (Author abstract) 


004384 Meco, Giuseppe; Casacchia, Massimo; Tardi, Marina; 
Aniello, Raffaele. 1. Clinical Neurologica, Universita di Roma, 
Roma, Italy /Activity of bromazepam and lorazepam in neurotic 
depressions./ Ativita del bromazepam e del lorazepam nelle 
depressioni nevrotiche. Rivista di Psichiatria. 15(6):566-573, 
1980. 


Forty neurotic outpatients with depression, anxiety, and so- 
matic symptoms were treated with 4.5mg to 18mg/day broma- 
zepam or 2.5mg to 15mg/day lorazepam for 2 to 8 weeks (mean 
4.6 weeks) in a double-blind randomized study. Assessment was 
based on the Hamilton Rating Scale for Depression. The clinical 
parameters were consistently improved by both drugs. Al- 
though bromazepam was slightly more effective in cases of de- 
pression, and lorazepam was slightly more effective in cases of 
anxiety, the difference in response to both drugs was negligible. 
It is concluded that benzodiazepines alone are suitable for pa- 
tients suffering from depression and anxiety of neurotic origin. 
Results of various antidepressant studies are reviewed. 24 refer- 
ences. (Journal abstract modified) 


004385 Montgomery, S. A.; Tiplady, B. Dept. of Academic 
Psychiatry, St. Mary’s Hospital, Harrow Road, London, Eng- 
land Single dose pharmacokinetic data on zimelidine in depressed 
patients. Neuropharmacology. 19(12):1221-1222, 1980. 


The single dose pharmacokinetics of zimelidine in depressed 
patients are described. The liquid chromatographic method of 
Westerlund, Nilsson, and Jaksch (1979) was used for determina- 
tion of plasma levels of zimelidine and norzimelidine in 19 de- 
pressed patients. Results show that the pharmacokinetic profile 
in this group of depressed patients did not differ greatly from 
that seen in healthy volunteers. However, there appears to be a 
tendency for the half-lives to be longer and more variable in the 
patient group. Low intersubject variability of norzimelidine 
levels is noted. 6 references. 


004386 Murphy, J. E.; Ankier, S. I. Clinical Research Interna- 
tional Ltd., 435/437, Wellingborough Road, Northampton NN1 


4EZ, England An evaluation of trazodone in the treatment of de- 
pression. Neuropharmacology. 19(12):1217-1218, 1980. 


Two studies of the clinical efficacy in depression and toler- 
ance for trazodone, a new antidepressant drug, are described. 
Both studies were double-blind group comparison, in which pa- 
tients between 18 and 65 years presenting with a primary diag- 
nosis of depression, with or without anxiety, were investigated. 
The duration of treatment was 8 weeks in the comparison with 
amitriptyline (n= 112) and 4 weeks in the comparison with dox- 
epin (n=101). Results show that the efficacy of trazodone with 
these general practice patients is comparable to both amitripty- 
line and doxepine, while side-effects are generally mild and tran- 
sient. 


004387 Nakanishi, K.; Hinoki, M.; Baron, J. B. Hinoki: Dept. 
of Otolaryngology, Faculty of Medicine, Kyoto University 
Sakyo Ku, Kyoto, Japan /Studies on the treatment and diagnosis 
of neurotic vertigo from the viewpoint of neurootology: observa- 
tion of balance test for analyzing neurotic vertigo.”/ Etudes sur 
le traitement et le diagnostic des vertiges nevrotiques du point 
de vue de la neuro-otologie: observation sur les vertiges nevroti- 
ques.” Agressologie. 21(3):155-164, 1980. 


The balance test for analyzing neurotic vertigo was used in 54 
Ss, and the effects of cloxazolam in treating neurotic vertigo 
were studied. The Ss were mostly neurotic, although there were 
a few cases of epilepsy and depression. The Ss were given sev- 
eral standard balance tests as well as the balance test, which was 
created by the authors for analyzing neurotic vertigo. Results 
show that type-A ataxia exists in a large proportion of Ss with 
traumatic neurosis, but not in Ss with neurosis or 
Cloxazolam was given to the Ss in doses of 3 to 6mg/day; de- 
pressed Ss also received amitriptyline. Results show that cloxa- 
zolam is useful in reducing vertigo in Ss with type-A ataxia, but 
is not very useful in treating neurotic Ss. In depressed patients 
cloxazolam did not give good results, but amitriptyline often did 
prove to be beneficial. 8 references. 


004388 Okuma, Teruo; Inanaga, Kazutoyo; Otsuki, Saburo; 
Sarai, Keisuke; Takahashi, Ryo; Hazama, Hidefumi; Mori, At- 
suyoshi; Watanabe, Shosuke. Dept. of Psychiatry, Tohoku Uni- 
versity School of Medicine, 1-1, Seiryo-machi, Sendai, Japan A 
preliminary double-blind study on the efficacy of carbamazepine 
in prophylaxis of manic-depressive illness. Psychopharmacology. 
73(1):95-96, 1981. 


A preliminary double-blind controlled study on the prophy- 
lactic effect of carbamazepine on 22 recurrent manic-depressive 
psychotics using an inert placebo in 10 Ss is described. Carba- 
mazepine in the dosage of 200 to 600mg was administered for 1 
year. Among the 22 carbamazepine Ss, carbamazepine was 
found to be effective in 60% of cases, and inert placebo was 
found effective in 22% of cases. It is suggested that carbamaze- 
pine is a useful drug for the prophylaxis of manic-depressive ill- 
ness. 6 references. (Author abstract) 


004389 Ostroumova, L. I. Kafedra psikhiatrii, Kubanskiy me- 
ditsinskiy institut im. Krasnoy Armii, Krasnodar, USSR /The 
nosological independence of involutional depression and its dy- 
namics during psychopharmacotherapy./ K voprosu o nozologi- 
cheskom obosoblenii involyutsionnykh depressiy i osobennos- 
tyakh ikh dinamiki pri psikhofarmakoterapii. Zhurnal Nevropa- 
tologii i Psikhiatrii imeni S. S. Korsakova. 79(9):1361-1366, 1979. 


The nosological status of involutional depressions and the ef- 
fects of psychopharmacotherapy on depression were studied in 
clinical and followup examinations of 92 patients (89 women 
and 3 men). A control group of 17 patients with late onset en- 
dogenous psychoses (schizophrenia) also was examined. During 


the study the Ss received various psychopharmacological sub- 
stances, mostly combinations of antidepressants (imipramine or 
amitriptyline) with tranquilizers (including chlordiazepoxide) 
and neuroleptics. Results show that the systematic use of psy- 
chopharmacotherapy gradually reduces the severity of produc- 
tive psychopathological logical disorders, and sometimes reduces de- 
pression to a neurosis-like level. 23 references. 


004390 Panteleyeva, G. P.; Mikhaylova, N. M.; Belyayev, B. S. 
Vtoroye klinicheskoye otdeleniye, Institut psikhiatrii, AMN 
SSSR, Moskva, USSR /Comparative characteristics 


Sravnitel’naya kharakteristika profilakticheskikh svoystv karbon- 
ata litiya kratkovremennogo i retardirovannogo deystviya pri 
endogennykh affektivnykh psikhozakh. Zhurnal Nevropatologii 
i Psikhiatrii imeni S. S. Korsakova. 81(3):412-420, 1981. 


Comparative characteristics of the prophylactic properties of 
short-term and long-acting lithium carbonate preparations in en- 
dogenous affective psychoses were studied in 53 patients (20 to 
60 years old) with manic-depressive psychosis and schizophre- 
nia. The duration of the disease in most of the Ss was 5 to 15 
years. A group of 35 patients was examined in two stages. Re- 
sults show that long-acting lithium carbonate preparations have 
an advantage over short-term preparations in preventing re- 
lapses of affective and schizoaffective psychoses because of their 
regular and even absorbability in the tissue. This affects both the 
quantitative and qualitative characteristics of the course of the 
disease. 21 references. (Journal abstract modified) 


004391 Peselow, Eric D.; Dunner, David L.; Fieve, Ronald R.; 
Lautin, Andrew. 1322 East 84th Street, Brooklyn, NY 11236 
Prophylactic effect of lithium against depression in cyclothymic 
patients: a life-table analysis. Comprehensive Psychiatry. 
22(3):257-264, 1981. 


A life table analysis was used to examine the prophylactic 
effect of lithium in the treatment of depression in a followup 
study of 64 bipolar or cyclothymic patients. Ss were studied 
until the occurrence of one of three outcomes: termination well, 
failure, or dropout. Of the 64 patients, 22 were followed for 2 
years on lithium alone. Results reveal that lithium’s effectiveness 
in preventing depressive episodes in cylcothymics seems less 
than with other affective subgroups when one measures the time 
to one depressive episode. There was a 35.2% to 47.3% prob- 
ability of cyclothymics remaining free of a depressive episode 
after 1 year. The 50% probability of these patients 
free of depressive episodes on lithium ranged from 8 to 11.54 
months. The need for further study of the benefits of lithium 
maintenance therapy in cyclothymic patients is noted. 21 refer- 
ences. 


004392 Petrie, W. M.; McEvoy, J. P.; Wilson, W. H.; Ban, T. 
A.; Guy, W. Tennessee Neuropsychiatric Institute, Clinical Re- 
search Service, Vanderbilt University, 1501 Murfreesboro Rd., 
Nashville, TN 37213 Viloxazine in the treatment of depressive 
neurosis: a placebo and standard (imipramine) controlled clinical 
study. International Pharmacopsychiatry. 15(3):193-196, 1980. 


The therapeutics effect of viloxazine hydrochloride, a bicyclic 
drug with a pharmacologic profile similar to tricyclic anti- 
depressants, were compared to those of imipramine or placebo 
in a 4 week double-blind trial with 33 depressive neurotic pa- 
tients. Significant improvement was observed in all treatment 
groups. Imipramine exhibited significant improvement earlier in 
depressive symptoms, while viloxazine showed significant im- 
provement earlier in anxious symptoms. The same frequency of 
treatment emergent symptoms occurred in the treatment groups. 
Premature termination as a consequence of adverse reactions 
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was required in only one viloxazine and one placebo patient. 7 
references. (Author abstract modified) 


004393 Pickar, David; Lake, C. Raymond; Cohen, Robert M.; 
Jimerson, David C.; Murphy, Dennis L. Biological Psychiatry 
Branch, NIMH, Bethesda, MD 20205 Alterations in noradrener- 
gic function during clorgyline treatment. Communications in Psy- 
chopharmacology. 4(5):379-386, 1980. 


The effect of 4 weeks of treatment with the selective monoa- 
mine oxidase (MAO) type-A inhibitor, clorgyline, on noradren- 
ergic function was assessed in depressed patients using steady- 
state intravenous tyramine pressor response tests and determina- 
tions of plasma norepinephrine (NE). During the pretreatment 
period: 1) the resting levels of plasma NE were correlated with 
tyramine sensitivity; 2) significant increases in plasma NE ac- 
companied a steady-state rise in blood pressure; and 3) the mag- 
nitude of tyramine stimulated NE increases were highly corre- 
lated with pretreatment plasma NE levels. Clorgyline adminis- 
tration for 3 to 4 weeks was accompanied by: 1) large increases 
in pressor sensitivity to intravenous tyramine; 2) significant de- 
creases in resting levels of plasma NE; 3) alterations in the rela- 
tionship between plasma NE and tyramine sensitivity; and 4) a 
trend toward a reduction in the tyramine stimulated plasma NE 
release. A postulated clorgyline induced down regulation of pre- 
synaptic adrenergic activity is discussed with regard to the 
overall enhancement in tyramine pressor sensitivity produced by 
clorgyline. 33 references. (Author abstract modified) 


004394 Pierce, D. Psychiatric Clinic, East Glamorgan Hospital, 
Church Village, Pontypridd, Mid Glamorgan, Wales A compari- 
son of trazodone and in depression. Neuropharmaco- 
logy. 19(12):1219-1220, 1980. 


The efficacy of trazodone, a novel antidepressant drug, and 
dothiepin were compared for the long-term treatment of depres- 
sive illness. Forty one male and female patients between the 
ages of 20 to 65 years who had not suffered symptoms of de- 
pression for longer than 18 months received trazodone or doth- 
iepin for 24 weeks. Patients were assessed at 1, 2, 4, 12, and 24 
weeks using the Beck self-rating depression scale, a global rating 
of clinical state, Hamilton Depression Scale, and notation of any 
significant side-effects. Trazodone was equally effective as doth- 
iepin, and appeared to have a more rapid onset of action. 


004395 Pinder, R. M.; Blum, A.; Stulemeijer, S. M.; Barres, M.; 
Molczadzki, M.; Rigaud, A.; Charbaut, J.; Israel, L.; Kammerer, 
T. Organon International BV, Scientific Development Group, 
PO Box 20, 5340 BH Oss, The Netherlands A double-blind mul- 
ticentre trial comparing the efficacy and side-effects of mianserin 
and chlorimipramine in in- and outpatients. Internation- 
al Pharmacopsychiatry. 15(4):218-227, 1980. 


Mianserin (60 mg daily) was compared to chlorimipramine 
(150mg daily) in the treatment of 145 depressed inpatients and 
outpatients in four centers. The trial was double-blind and fully 
randomized. Both drugs were effective antidepressants. No sig- 
nificant differences in efficacy could be demonstrated by means 
of the Hamilton Rating Scale for Depression, the Beck self- 
rating scale, or the clinical global impression, for both inpatients 
and outpatients. Hypotension, dry mouth, and tremor increased 
significantly more in outpatients after treatment with mianserin. 
No differences were found between the drugs for other side-ef- 
fects. 13 references. (Author abstract) 


004396 Poldinger, W.; Reinhardt, B. Kantonale Psychiatrische 
Klinik, CH-9500 Wil/St. Gallen, Switzerland Neurotropic drugs 
as co-medication to psychotropics: combined administration of a 
neurotropic drug and a tetracyclic antidepressant. International 
Pharmacopsychiatry. 15(3):137-142, 1980. 
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Interactions of EMD 21 657, an neurotropic drug used in the 
treatment of organic brain syndrome, and maprotiline were 
studied in 40 depressive outpatients. All Ss received daily doses 
of maprotiline; half also received EMD 21 657 during an initial 
treatment of 10 days. Ss receiving both drugs reported a faster 
onset of antidepressant action than controls; this earlier im- 
provement was statistically significant for the target symptom 
obsessive rumination. Experimental Ss also showed less side-ef- 
fects than controls, but the difference was not significant. 6 ref- 
erences. (Author abstract modified) 


004397 Polimanti, S. Ospedale Civile A. Murri, Fermo (Ascoli 
Piceno), Italy /Clinical results obtained with the use of Lyson- 
euro in depressive syndromes./ Risultati clinici ottenuti con l’im- 
piego di lysoneuro nelle sindromi depressive. Rivista di Neurop- 
sichiatria e Scienze Affini. 26(3):189-211, 1980. 


The effects of Lysoneuro were studied in a double-blind con- 
trolled clinical trial. Sixty patients, half of them with the depres- 
sive neurotic syndrome and half of them with other depressive 
syndromes of varying severity and pathologic patterns, were 
given either Lysoneuro or a placebo in a balanced ratio. Pa- 
tients were evaluated by psychiatric interview and by adminis- 
tration of the Middlesex Hospital Questionnaire. After day 30 of 
treatment, patients were categorized as cured, improved, or not 
improved. Lysoneuro proved effective in the depressive neurot- 
ic syndrome without other pharmacologic treatment. In the 
most severe depressions, such as the endogenous and endoreac- 
tive depressions, Lysoneuro proved a valuable adjutant to the 
basic pharmacological treatment. It is concluded that Lysoneuro 
is effective as a natural thymoleptic agent. 7 references. (Journal 
abstract modified) 


004398 Post, Robert M.; Bunney, William E., Jr. Section on 
Psychobiology, Biological Psychiatry Branch, NIMH, 9000 
Rockville Pike, Bethesda, MD 20205 Progress in psychopharma- 
cology. Current Psychiatric Therapies. 19:69-87, 1980. 


Data concerning the clinical subtypes of depressed patients 
who tend to respond better to antidepressant treatments and the 
preliminary efforts that have been made using biochemical 
markers (norepinephrine, serotonin, and dopamine) are re- 
viewed. Attention also is directed to techniques for monitoring 
the adequacy of blood levels for lithium, neuroleptics, tricyclics, 
and monoamine oxidase inhibitors; possible modes of action of 
ECT; the responses of patients with recurrent affective episodes 
to treatment with either the tricyclic antidepressants or with 
lithium carbonate; the neuroleptics and dopaminergic mecha- 
nisms in the acute psychoses; dopamine receptor agonists in 
mania, schizophrenia, and Parkinson’s disease; the action of car- 
bamazepine as a temporal lobe/limbic anticonvulsant in affective 
illness; drug combination approaches; and polypeptide and endo- 
crine approaches. 79 references. 


004399 Ramseier, F.; Gastpar, M.; Girard, J. Gastpar: Psych. 
Univ. Klinik, Wilhelm Klein-Strasse 27, CH-4025 Basel, Swit- 
zerland TSH, HGH, HPr, and cortisol response to TRH in de- 
pressed patients. Acta Psychiatrica Belgica. 80(4):399-409, 1980. 


Intravenous and oral stimulation with thyrotropin releasing 
hormone (TRH) in depressed patients was studied. Thyroid 
stimulating hormone (TSH), human growth hormone (HGH), 
prolactin (HPr), cortisol, triiodothyronine (T3), T4, and RT4 
were measured in patients after an overnight fast, after injection 
of .2mg TRH, after 40mg oral administration of TRH and after 
3 weeks of antidepressant treatment. Results seem to indicate 
that only endogenous depression shows a deficiency in pituitary 
response to TRH, and they confirm some previously established 
hormonal patterns such as low TSH response, no growth hor- 
mone (GH) stimulation, and normal prolactin. After antidepres- 


sant treatment more normal patterns emerged. It also appears 
that there is an earlier response to oral stimulation than to intra- 
venous stimulation. 29 references. (Journal abstract modified) 


004400 Rickels, Karl; Case, W. George; Diamond, Lenore. 203 
Piersol Building, Hospital of the University of Pennsylvania, 
3400 Spruce St., Philadelphia, PA 19104 Relapse after short- 
term drug therapy in neurotic outpatients. International Pharma- 
copsychiatry. 15(3):186-192, 1980. 


A 6 month followup was carried out on 184 anxious and de- 
pressed neurotic outpatients who had reported improvement 
after controlled drug trials of several weeks duration. An aston- 
ishing relapse rate of 81% for anxious and 87% for depressed 
patients was found. Early as compared to late relapse was asso- 
ciated with more chronicity and less improvement at the end of 
the drug trials, while type of drug received did not affect re- 
lapse. Onset of relapse had no effect on help-seeking behavior. 
At the time of followup, nonrelapsed patients had lowest and 
untreated relapsed patients had highest symptom levels. It is 
concluded that short-term drug treatment alone does not repre- 
sent sufficient therapy for chronic neurotic anxious or depressed 
outpatients. 10 references. (Author abstract) 


004401 Rounsaville, Bruce J.; Klerman, Gerald L.; Weissman, 
Myrna M. Substance Abuse Treatment Unit, Connecticut 
Mental Health Center, 100 Park St., New Haven, CT 06511 Do 
psychotherapy and pharmacotherapy for depression conflict? Em- 
pirical evidence from a clinical trial. (Unpublished paper). Re- 
search Report, NIMH Grant RO1-MH-26466, 1979. 31 p. 


Six hypotheses about negative interactions between pharma- 
cotherapy and psychotherapy were evaluated based on data de- 
rived from a clinical trial of psychotherapy and tricyclic anti- 
depressants alone and in combination as treatment for 91 ambu- 
latory depressives. Hypotheses regarding the negative effects of 
pharmacotherapy on psychotherapy include: 1) the negative pla- 
cebo effect; 2) the view that drug-induced reduction of symp- 
toms reduces the motive for continuing psychotherapy; 3) the 
view that pharmacotherapy undercuts psychological defenses; 
and 4) proposed deleterious effects of pharmacotherapy on psy- 
chotherapy expectations. The hypotheses relating to possible 
negative effects of psychotherapy on pharmacotherapy include 
the view that psychotherapy may be symptomatically disrup- 
tive, and a proposed biochemical replacement effect of drugs. 
None of the hypotheses were confirmed by a study of the proc- 
ess, Outcome, and posttreatment behavior of depressed patients, 
and it is concluded that the combination of treatments is more 
effective than either treatment is alone. 15 references. (Author 
abstract modified) 


004402 Rowan, P.; Paykel, E. S.; Parker, R. R.; West, E. Dept. 
of Psychiatry, St. George’s Hospital Medical School, London 
SW17, England Comparative effects of phenelzine and amitripty- 
line: a placebo controlled trial. Neuropharmacology. 19(12):1223- 
1225, 1980. 


Results of a double-blind comparison of phenelzine, amitripty- 
line, and a placebo in outpatient neurotic depressive Ss are re- 
ported. Data from the 131 patients completing the 6 week study 
indicate that both drugs showed significant effects at 2, 4, and 6 
weeks. The two drugs appear to have closely similar effects 
(which are primarily antidepressant) on the core symptoms of 
depressed mood. Phenelzine may also have some weak antianx- 
iety effects, although similarities are more striking than differ- 
ences. 13 references. 


004403 Rubin, Robert T.; Poland, Russell E.; Blodgett, A. L. 
Nelson; Winston, Robert A.; Forster, Bella; Carroll, Bernard J. 
Dept. of Psychiatry, Harbdr-Univeristy of California at Los An- 


geles Medical Center, Torrance, CA 90509 Cortisol dynamics 


pression: preliminary 
5P01-MH-28380, 1980. 12 p. 


cussed, including nocturnal hypersecretion, escape from dexa- 
methasone suppression, and urinary free cortisol levels, and 
these hormone parameters are related to the severity of depres- 
sive symptomatology. The various cortisol parameters were cor- 
related in the 15 patients with their Hamilton and Beck total de- 
pression scores. The correlations were of a low order, suggest- 

secretory hyperactivity and the severity of depressive 


004404 Rybakowski, Janusz; Chlopocka-Wozniak, Maria; Ka- 
pelski, Zdzislaw. Katedra i Klinika Psychiatrii AM, ul. Szpitalna 
27/33, 60-572 Poznan, Poland /Clinical evaluation of the prophy- 
lactic effectiveness of prolonged lithium carbonate therapy in en- 
dogenous depressive syndromes./ Ocena kliniczna skutecznosci 
profilaktycznej dlugotrwalego stosowania weglanu litu u chor- 
ych z ymi zespolami depresyjnymi. Psychiatria Polska. 
14(4):357-361, 1980. 


The quantitative prophylactic effect of lithium carbonate was 
evaluated in 61 patients with bipolar affective illness who had 
been receiving lithium for a period of 1 to 8 years. The course 
of the illness and the number of hospitalizations in the periods 
prior to and during lithium therapy were compared for each pa- 
tient. It was found that the overall number of recurrent phases 
and the number of psychiatric hospitalizations had decreased 
during lithium administration by 71% and 72%, respectively. A 
complete prophylactic effect (absence of morbid symptoms 
during lithium administration) was obtained in 44% of the pa- 
tients, and a partial effect (decrease in the number of relapses by 
more than 50%), in 28% of the patients. It was also found that 
the prophylactic effect obtained in patients who had been on 
lithium for 1 to 3 years did not differ essentially from the effect 
obtained in those who had been receiving lithium for 4 to 8 
years. 17 references. (Journal abstract modified) 


004405 Sachar, Edward J.; Halbreich, Uriel; Asnis, Gregory; 
Nathan, R. Swami; Halpern, Frieda S. New York State Psychi- 
atric Institute, 722 W. 168th St., New York, NY 10032 Neuroen- 
docrine disturbance in depression. In: Brambilla, F., ed., Progress 
in psychoneuroendocrinology. New York, Elsevier/North Hol- 
land, 1980. 669 p. (p. 263-272). 


Plasma cortisol samples were obtained every half hour over 
24 hours in 24 unmedicated, hospitalized, endogenously de- 
pressed patients. Half of the patients were cortisol hypersecre- 
tors with flattened circadian cortisol patterns; the other 12 
showed normal cortisol secretory patterns. Most of the hyperse- 
cretors were over 50 years of age. The 2mg dexamethasone test 
was positive in 6 of the 24 patients, 5 of which were hypersecre- 
tors; however, more than half of the hypersecretors were unde- 
tected by the dexamethasone test. Cortisol hypersecretion ap- 
peared to be responsible for the relative insulin resistance seen 
in 8 of 16 patients, but was not associated with the blunted thy- 
roid stimulating hormone responses to thyrotophin “cia 
hormone noted in 11 of 21 patients. Dextroamphetamine (0.lmg/ 
kg i.v.) rapidly suppressed cortisol to normal levels in depressed 
Ss, but it elicited cortisol release in healthy control Ss. Results 

Suggest abnormal noradrenergic regulation of cortisol secretion 


004406 Schatzberg, Alan F.; Orsulak, Paul J.; Rosenbaum, 
Alan H.; Maruta, Toshihiko; Kruger, Ellen R.; Cole, Jonathan 
O.; Schildkraut, Joseph J. Affective Disease Program, McLean 


Psychopharmacology Abstracts 


Hospital, 115 Mill Street, Belmont, MA 02178 Toward a bio- 
chemical classification of depressive disorders IV: pretreatment 
urinary MHPG levels as predictors of antidepressant response to 

Communications in Psychopharmacology. 4(5):441- 
445, 1980. 


The hypothesis that patients with low pretreatment urinary 3- 
methoxy-4-hydroxyphenylglycol (MHPG) levels respond more 
favorably to treatment with imipramine than do patients with 
high MHPG levels was evaluated in a prospective study of 24 
patients with major depressive disorders. A favorable response 
to treatment with imipramine was observed at 4 weeks in a sig- 
nificantly larger proportion of patients with pretreatment uri- 
nary MHPG levels lower than 1950 mcg/24 hours than in pa- 
tients with MHPG levels greater than 1950 mcg/24 hours. 
Thus, these results support the notion that measurement of pre- 
treatment urinary MHPG levels may provide a useful clinical 
laboratory test for assessing the likelihood of favorable response 
to imipramine. 21 references. (Author abstract modified) 


004407 Schlienger, J. L.; Kapfer, M. Th.; Singer, L.; Stephan, 
F. Serv. d’Endocrinologie et des Maladies de la Nutrition, Pa- 
villon Leriche, Cent. Hospitalier Universitaire, F-67.005 Stras- 
bourg Cedex, France /Different effects of tricyclic and tetracy- 
clic antidepressants on the release of TSH, prolactin, and growth 
hormone after administration of thyrostimulating releasing hor- 
mone in manic-depressives./ Effets differents d’antidepresseurs 
tricycliques (clomipramine et amitriptyline) et tetracyclique (ma- 
protiline) sur la reponse de thyrostimuline, de prolactine et 
d’hormone somatotrope apres thyroliberine chez des patients at- 
teints de psychose. Acta Psychiatrica Belgica. 80(5):584-599, 
1980. 


The hormonal alterations induced by tricyclic and tetracylic 
antidepressants were studied in patients with manic-depressive 
psychosis to ascertain the role of certain biogenic amines in the 
regulation of thyroid stimulating hormone (TSH), prolactin 
(PRL), and growth hormone (GH). The responsiveness of 
plasma TSH, PRL, and GH to synthetic thyrostimulating re- 
lease hormone (TRH) was determined in 57 patients distributed 
in five groups according to treatment: 10 nontreated patients, 16 
tricyclic (clomipramine and amitriptyline) treated patients, 6 pa- 
tients treated with clomipramine in association with lithium, 6 
tetracyclic (maprotiline) treated patients, and 19 patients treated 
with major neuroleptics. Basal plasma levels of TSH were 
normal in all patients. The TSH response to TRH (delta TSH) 
was blunted in nontreated patients. Delta TSH was normal in 
the patients treated with maprotiline or neuroleptics and in- 
creased in the group treated with tricyclic antidepressants in as- 
sociation with lithium. Basal plasma levels of PRL and PRL re- 
sponse to TRH (delta PRL) were decreased in women treated 
with tricyclic antidepressants, but remained normal using ma- 
protiline. They were markedly increased in the neuroleptic 
group. No inadequate response of GH to TRH was noted. Re- 
sults are discussed in terms of actions of antidepressants on brain 
monoamines. 25 references. (Author abstract modified) 


004408 Schou, Mogens. no address Lithium treatment of manic- 


depressive illness. A practical guide. Basel, S. Karger, 1980. 72 p. 
$14.50. 


A practical guide to the management of manic-depressive ill- 
ness with lithium salts is presented. A concise account is given 
of the main background information on affective illness and its 
treatment with lithium. A description of the features of manic- 
depressive illness and its treatment, the development of lithium 
therapy, practical management, undesirable effects, a prospec- 
tive look at lithium, and do’s and don’ts of lithium therapy are 
covered. A glossary is included. 
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004409 Sheard, M. H.; Marini, J. L. Yale University School of 
Medicine, New Haven, CT 06510 Lithium and aggressive behav- 
for. In: Gershon, S., Lithium: controversies and unresolved 
issues. Amsterdam, Excerpta Medica, 1979. (p. 136-147). 


A review of human clinical studies which indicates that lith- 
ium can inhibit overt aggressive behavior and calm angry affect 
is presented. The clinical characteristics of the lithium respon- 
sive S are delineated. A brief overview of possible mechanisms 
of action for lithium’s antiaggressive effect suggests that toxic, 
placebo, motor, or sensory reaction time effects of lithium do 
not influence gross motor coordination. More research is indi- 
cated on endocrine effects and the possible genetic connections 
between manic-depressive illness, sociopathy, and hysterical 
character disorders. 32 references. (Author abstract) 


004410 Ulrich, G. Abteilung fur Psychophysiologie, Freie Uni- 
versitat Berlin, Nussbaumallee 32-38, D-1 Berlin 19, West Ger- 
many /On the relationship between measures obtained by video 
analysis of nonverbal behavior and self-rating of mood./ Uber den 
Zusammenhang videoanalytisch gewonnener Masse des non-ver- 
balen Verhaltens mit selbst eingeschatzter Befindlichkeit. 
Schweizer Archiv fur Neurologie, Neurochirurgie und Psychia- 
trie. 125(2):349-359, 1979. 


The condition of 13 manic-depressive patients was assessed 
during a symptom free interval while under treatment with lith- 
ium and again after a 6 week placebo period. A behavioral anal- 
ysis of videotaped interviews and a self-rating of mood were ex- 
amined. Significant relationships were found between the rela- 
tive duration of speech activity and the relative frequency of 
hand movements accompanying speech. Speech activity and 
hand movement parameters were related significantly to the 
mood dimensions of social affect and relation. It is noted that 
conventional scales have low sensitivity for the course evalua- 
tion of depression, while the behavioral procedure is sensitive 
even in the subclinical range. In addition, the behavioral proce- 
dure has a theoretical impact on the fundamental question of the 
physiological basis of manic-depressive illness. 22 references. 
(Journal abstract modified) 


004411 Veith, Richard C.; Friedel, Robert O.; Bloom, Valerie; 
Bielski, Robert. Gerontology Research, Education and Clinical 
Center, V.A. Medical Center, GRECC 182 B, Seattle, WA 
98108 Electrocardiogram changes and plasma desipramine levels 
during treatment of depression. Clinical Pharmacology and 
Therapeutics. 27(6):796-802, 1980. 


Twenty six symptomatic Ss who met Research Diagnostic 
Criteria for major affective disorder and were free of cardiovas- 
cular disease were treated for 3 weeks with a fixed dosage 
schedule of desipramine (DMI) to a maximum of 200mg/day. 
An electrocardiogram (ECG) and DMI plasma level determina- 
tions were obtained before treatment and weekly thereafter. 
DMI levels during the trial ranged from 13.4 to 882.2ng/ml. 
DMI treatment was associated with increase in heartrate (p less 
than .001), prolongation of the PR (p less than .001), QRS (p 
less than ,001), and QTc intervals (p less than .001), and increase 
in T-wave amplitutde (p less than .001). Significant (p less than 
.001), but relatively weak, correlations were noted between 
DMI plasma levels and heartrate (r=.405), QRS interval 
(r=.346), QTc interval (r=.534), and T-wave amplitude (r=- 
.386). PR interval prolongation was independent of DMI levels 
(r=.171). DMI treatment induced no clinically significant ECG 
alterations or cardiovascular adverse effects. The relevance of 
DMI plasma level and the possible roles of other contributing 
factors in the production of these ECG changes are discussed. 
28 references. (Author abstract) 


004412 Walinder, J.; Carlsson, A.; Persson, R.; Wallin, L. no 
address Potentiation of the effect of antidepressant drugs by tryp- 
tophan. Acta Psychiatrica Scandinavica. 61(Suppl. 280):243-249, 
1980. 

Potentiation of the effects of a bicyclic antidepressant drug, 
zimelidine, by concurrent administration of tryptophan was in- 
vestigated in 24 patients suffering from endogenous depression. 
The combination of tryptophan with zimelidine did not enhance 
the antidepressive effect of zimelidine, as measured by rating 
scales of depressive/anxiety symptoms. The lack of potentiating 
effects of tryptophan might be explained by the fact that zimeli- 
dine is such a potent serotonin reuptake inhibitor that additional 
tryptophan does not mean any substantial increase in transmitter 
concentration at receptor sites. A panel discussion of these find- 
ings is appended. 8 references. 


004413 Weissman, Myrna M. Depression Research Unit, Con- 
necticut Mental Health Center, 904 Howard Ave., Suite 2A, 
New Haven, CT 06519 Pharmacotherapy and psychotherapy for 
ambulatory depression: efficacy and choices. Research Report, 
NIMH Grant 5RO1-MH-26466, 1980. 25 p. 


Research on the drugs and psychotherapy for treating de- 
pressed outpatients is reviewed, and an attempt is made to trans- 
late the evidence into clinical terms to guide the choice of treat- 
ment. It is suggested that the motivation for clinical trials of 
psychotherapy among ambulatory depressed patients is derived 
from three sources: epidemiology, economics of reimbursement, 
and the ethics of providing safe and effective care. Five ther- 
apies which have been used widely in treating depression (cog- 
nitive therapy, interpersonal psychotherapy, behavior therapy, 
marital therapy, and group therapy) are examined. Evidence for 
the efficacy of the five psychotherapies alone, in comparison, 
and in combination with drugs for the ambulatory depressed pa- 
tient is summarized. It is concluded that the combined treatment 
approach generally is favored, but that there is great variability 
in patient and clinician preferences. Findings from research on 
the symptoms, social functioning, and diagnostic subtypes of de- 
pressed patients are reviewed to help guide the clinician’s selec- 
tion of an effective treatment. The need for multicenter collabo- 
rative trials to test the efficacy of several therapeutic conditions 
with and without drugs in large population samples is empha- 
sized. 13 references. 


004414 Wheatley, David. General Practitioner Research 
Group, Twickenham, England Trazodone in depression. Interna- 
tional Pharmacopsychiatry. 15(4):240-246, 1980. 


Three trials were conducted to evaluate the efficacy, side-ef- 
fects, and dosage regimens of trazodone in the treatment of de- 
pression with or without anxiety. In the first two trials, dose 
comparisons were undertaken in 59 patients suffering mixed de- 
pression and anxiety with either predominating and 87 patients 
suffering from predominant depression with or without anxiety. 
While therapeutic effects were the same for once, twice, and 
three times daily dosage, once daily dosage produced drowsi- 
ness while the thrice daily dosage did not. However, the inci- 
dence of dizziness was nonsignificantly higher on the thrice a 
day regimen, relative to the other two dosage schedules. In the 
third trial (a double-blind comparison to the tricyclic antidepres- 
sant imipramine) antidepressant effects were similar, except at 6 
weeks, when imipramine was significantly better than trazo- 
done. There were no significant differences in relief of anxiety 
symptoms. 6 references. (Author abstract modified) 


004415 Woggon, Brigitte. Psychiatrische Universitatsklinik 
Zurich, Forschungsdirektion, Postfach 68, CH-8029 Zurich, 
Switzerland /Changes in psychopathologic symptoms during 20 
days of treatment with antidepressants and neuroleptic drugs./ 


09 
004415 


der psychopathologischen Symptomatik wah- 
rend 20tagiger antidepressiver oder neuroleptischer Behandlung. 
Psychiatria Clinica. 13(3-4):150-164, 1980. 


In a retrospective study, 266 psychiatric patients treated with 
neuroleptics and 130 patients treated with antidepressants were 
divided into groups of responders and nonresponders following 
termination of therapy. The groups were compared with respect 
to psychopathological symptoms, as assessed by the AMP diag- 
nostic system, on days 0, 5, 10, and 20 posttreatment. Respond- 
ers and showed significant differences in the 
target syndrome from day 5 onward, and these differences were 
also noted on day 20. Improvements found at several points of 
testing, expressed as a percentage of the overall improvement 
after 20 days, showed that the major part of the total improve- 
ment took place during the first 10 days of treatment. The statis- 
tically significant changes were examined for practical relevance 
by giving their declared variance as a proportion of the total 
variance. 15 references. (Journal abstract modified) 


004416 Wysocki, Henryk; Rybakowski, Janusz; Wierusz-Wy- 
socka, Bogna; Kapelski, Zdzislaw; Szajnerman, Zofia. Klinika 
Hematologii, Inst. Chorob Wewnetrznych, Akademia Me- 
dyczna, ul. Szkolna 8/12, 61-833 Poznan, Poland /An attempt to 
assess the effect of lithium on the neutrophil leukocyte system in 
affective psychosis./ Proba oceny wplywu litu na uklad granulo- 
cytow obojetnochlonnych u chorych z psychozami afektyw- 
nymi. Psychiatria Polska. 14(4):363-367, 1980. 


The neutrophil leukocyte system was examined in eight pa- 
tients with affective psychosis prior to and 10 days after lithium 
carbonate therapy. The number of neutrophils in the peripheral 
blood was determined; a hydrocortisone test of the bone 
marrow reserve and an adrenaline test of the marginal pool 
were conducted. In all cases the number of neutrophils in the 
peripheral blood was found to have increased under the influ- 
ence of lithium. In six cases a distinct increase in the reserve 
pools also was found, while the marginal pool was unmistakably 
reduced in all subjects. The obtained results show that the 
mechanism of action exerted by lithium on the neutrophil leuko- 
cyte system is more complex than has been thought to date. 6 
references. (Journal abstract modified) 


004417 Zaccara, G.; Ferrara, M.; Ardito, P. Clinica delle ma- 
lattie nervose e mentali, Universita degli Studi di Firenze, Fir- 
enze, Italy /Controlled clinical trial of nomifensine in the treat- 
ment of depression./ Studio clinico controllato della nomifensina 
nella terapia degli stati ivi. Rivista di Patologia nervosa e 
mentale. C(3):111-120, 1979/80. 


The therapeutic efficacy of nomifensine and nortriptyline was 
evaluated in a double-blind study of 29 patients suffering from 
various kinds of depression. The results of the first 15 days of 
treatment are discussed. The drugs were administered on a flexi- 
ble dosage schedule, from 50 to 125mg/day in two to three sep- 
arate doses. Hamilton’s Depression Scale was administered 
before treatment and again on days 5, 10, and 15 of the study. 
Based on scores from Hamilton’s Depression Scale and other 
measures the antidepressant effect of nomifensine was judged 
comparable to that of nortriptyline. No significant differences 
were noted in its range of action. No side-effects were detected 
in the dosages administered. 19 references. (Journal abstract 
modified) 


004418 Zuckerman, Diana M.; Prusoff, Brigitte A.; Weissman, 
Myrna M.; Padian, Nancy S. Depression Research Unit, Dept. 
of Psychiatry, Yale University School of Medicine, New Haven, 
CT 06520 Personality as a predictor of psychotherapy and phar- 
macotherapy outcome for depressed outpatients. (Unpublished 
paper). Research Report, NIMH Grant 5RO1-MH-26466, 1979. 


Psychopharmacology Abstracts 


Depressed outpatients were randomly assigned to one of four 
treatment groups (psychotherapy, pharmacotherapy, combined 
psychotherapy and pharmacotherapy, and nonscheduled treat- 
ment) in a double-blind, randomized clinical trial of personality 
as a predictor of outcome. Before treatment, Ss were assessed 
on three personality inventories (the Maudsley Personality In- 
ventory, Frank’s Mastery Scale, and the Buss-Durkee Guilt 
Scale) and four outcome scales (Hamilton Depression Scale, 
Raskin Depression Scale, Global Illness Scale, and Social Ad- 
justment Self-Report). The Ss were reassessed on the outcome 
measures at termination (after 2 to 16 weeks of treatment) and 1 
year later. The pretreatment personality scores were not signifi- 
cantly related to improved outcome scores at termination, either 
as a main effect or for the interaction with treatment group. 
However, low neuroticism and high extroversion on the Mauds- 
ley Inventory were associated with improved social adjustment 
1 year later. Implications for theories and treatment of depres- 
sion are discussed. 22 references. (Author abstract modified) 


10 DRUG TRIALS IN NEUROSES 


004419 Bertoletti, P. Ospedale S. Maria della Pieta, Roma, 
Italy /Prazepam: a new benzodiazepine for the treatment of anx- 
ious-depressive states./ Prazepam: un nuovo benzodiazepinico 
nel trattamento degli stati ansioso-depressivi. Rivista di Neurop- 
sichiatria e Scienze Affini 26(3):135-138, 1980. 


Twenty anxious-depressive patients characterized by neuroti- 
cism were treated with 20 to 90mg/day of prazepam for a 
period of 10 to 45 days. Changes over the course of treatment 
were rated by means of the Wechsler scale. Approximately 80% 
of the patients showed improvement in the first 2 weeks of 
treatment. Prazepam was well tolerated, and no treatment was 
suspended due to adverse reactions. Renal, heart, and liver func- 
tions were unimpaired, and blood values were not adversely af- 
fected. Prazepam is judged to be as efficacious as the other ben- 
zodiazepines for the treatment of depression and has the advan- 
tage of producing fewer side-effects. 5 references. (Journal ab- 
stract modified) 


004420 Downing, Robert W.; Rickels, Karl. Psychopharmaco- 
logy Research and Treatment Unit, Dept. of Psychiatry, Uni- 
versity of Pennsylvania, Philadelphia, PA 19104 Responders and 
nonresponders to chlordiazepoxide and placebo. A discriminant 
function analysis. (Unpublished paper), Final Report, NIMH 
Grant 5RO1-MH-31366, 1980. 11 p. 


Data were obtained from 356 anxious outpatients treated with 
either chlordiazepoxide or placebo in 4 week long, double-blind 
drug trials and were analyzed to determine predictors of treat- 
ment response using extreme groups and discriminant function 
analysis. Symptom severity was assessed in terms of the scores 
from five factors (somatization, obsessive-compulsive, interper- 
sonal sensitivity, depression, and anxiety). According to the 
Hopkins Symptom Checklist, chlordiazepoxide response was 
greater in younger female patients with lower levels of initial 
depression and a more favorable prognosis. Placebo response 
was greater in younger, Black, previously untreated patients, fa- 
vorably drug treated patients, and in patients with lower initial 
somatization and depression. Discriminators that were found be- 
tween drug and placebo response include age, previous drug 
treatment, race, and initial level of somatic symptomatology. 10 
references. (Author abstract modified) 


004421 Garzya, Giovanni. Div. Geriatrica, Ospedale Generale 
V. Fazzi, Lecce, Italy /Clinical use of a new benzodiazepine, pra- 
zepam./ Impiego clinico di un nuovo benzodiazepinico, il praze- 
pam. Lavoro Neuropsichiatrico. 66(3):27-31, 1980. 
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Thirty five patients (25 women and 10 men between ages 55 
and 70), diagnosed as anxious and/or depressive, were treated 
with average doses of 20mg prazepam for 25 days. Symptoms 
improved after 2 weeks of treatment. Side-effects were negligi- 
ble. Tables summarize the patients and their mental states prior 
to treatment, as well as the effects of prazepam. 6 references. 
(Journal abstract modified) 


004422 Itoh, Hitoshi; Takahashi, Ryo; Miura, Sadanori. Dept. 
of Neuropsychiatry, Keio University, 35 Shinanomachi, Shinju- 
kuku, Tokyo, Japan Alprazolam, a new type anxiolytic in neurot- 
ic patients: a pilot study. International Pharmacopsychiatry. 
15(6):344-349, 1980. 


The efficacy, safety, and optimal dosage of alprazolam, a new 
triazolobenzodiazepine anxiolytic agent, were investigated. Ss 
were 115 neurotic patients, who were treated with alprazolam 
for 4 weeks in an open label study. The daily dose ranged from 
0.4mg to 3.2mg, with an average of 1.4mg. A slight to remark- 
able improvement was experienced by 73% of Ss, and a particu- 
larly high improvement rate was observed in patients with ini- 
tially severe sleep disturbances. No serious side-effects were 
noted. A comparison of the characteristics of insomniac and 
noninsomniac neurotic patients suggests that neurosis with in- 
somnia might represent an acute or aggravated phase of the dis- 
ease. The validity of the new Psychoneurotic Rating Scale, in 
comparison with the Hamilton Anxiety Rating Scale, is dis- 
cussed. 11 references. (Author abstract modified) 


004423 Johnstone, Eve C.; Bourne, Rachel C.; Crow, T. J.; 
Frith, C. D.; Gamble, S.; Lofthouse, R.; Owen, F.; Owens, D. 
G. C.; Robinson, J. Division of Psychiatry, Clinical Research 
Centre, Watford Road, Harrow, Middlesex HA1 3UJ, England 
The relationships between clinical response, psychophysiological 
variables and plasma levels of amitriptyline and diazepam in neu- 
rotic outpatients. Psychopharmacology. 72(3):233-240, 1981. 


Substantial clinical improvement was observed in neurotic 
outpatients treated for 4 weeks with amitriptyline, diazepam, 
amitriptyline and diazepam, or placebo. No clear relationships 
among clinical change, psychophysiological change, and plasma 
drug levels were observed. There was no relationship found be- 
tween plasma drug levels and cigarette smoking. It is concluded 
that neither the plasma levels of amitriptyline and diazepam nor 
changes in skin conductance responsivity offer a useful guide to 
the clinical response to drug treatment. 34 references. (Author 
abstract modified) 


004424 Liebowitz, Michael R.; Klein, Donald F. Dept. of Psy- 
chiatry, College of Physicians and Surgeons, Columbia Univer- 
sity, 722 West 168th St., New York, NY 10032 Differential diag- 
nosis and treatment of panic attacks and phobic states. Annual 
Review of Medicine: Selected Topics in the Clinical Sciences. 
32:583-599, 1981. 


Recent developments in the differential diagnosis, pathophy- 
siology, pharmacotherapy, and behavioral treatment of severe 
anxiety (panic) attacks and various phobic states are reviewed. 
A case of agoraphobia is presented in detail to illustrate clinical 
issues and to serve as a basis for discussing differential diagnosis. 
The presence or absence of spontaneous panic attacks has cru- 
cial implications for classifying phobic states. Data and specula- 
tions concerning the pathophysiology of agoraphobia, social 
phobia, and simple phobia are also presented. Systematic den- 
sensitization, flooding, and exposure in vivo are discussed. 46 
references. (Author abstract modified) 


004425 Mavissakalian, Matig; Barlow, David H. University of 
Pittsburgh School of Medicine, Pittsburgh, PA Phobia: psycho- 

and pharmacological treatment. New York, Guilford, 
1981. 256 p. 


The literature on psychological and pharmacological treat- 
ment of phobias is reviewed with specific reference to current 
asessment procedures and therapy programs for specific phobias 
and agoraphobia. Treatments, which are among the most fre- 
quently used behavioral and cognitive behavioral therapies for 
the treatments of specific phobias, are detailed: ungraded in vivo 
exposure; graded in vivo exposure methods (participant model- 
ing and reinforced practice); imagery based exposure methods 
(systematic desensitization and imaginal flooding); and cognitive 
behavioral treatment strategies (self-statement training). A case 
study illustrates how a recommended treatment program can be 
a combination of several treatment modalities. Future directions 
in the assessment and treatment of phobias are discussed: 1) re- 
search on the basis mechanisms of fear; 2) research on the 
mechanisms of action or active ingredients inherent in currently 
successful treatments; 3) research on refining existing procedures 
in the treatment of a variety of fears, particularly the delivery of 
these techniques; and 4) investigation of the use of pharmaco- 
logical agents, most likely in combination with various psycho- 
therapeutic interventions. 81 references. 


004426 Olajossy, Marcin; Modrzewska, Romana. Klinika Psy- 
chiatrii AM, Abramowicka 2, 20-442 Lublin, Poland /An evalua- 
tion of the usefulness of the acylase test in neuroleptic treat- 
ment./ Ocena przydatnosci stosowania testu acylazowego przy 
kuracjach neuroleptycznych. Psychiatria Polska. 14(5):471-474, 
1980. 


The activity of cobalt activated acylase was determined in 48 
patients receiving neuroleptic treatment. Its value had been O 
i.u. before treatment in all patients. In the second week of treat- 
ment low values were found in eight patients despite maximum 
drug doses. In the fourth week of treatment the values of acy- 
lase increased despite considerable diminution of doses and ex- 
ceeded 1 i.u. in 22 of the patients examined. The mean values of 
acylase activity did not differ significantly after 4 weeks of 
treatment in patients treated for the first time and in those who 
had been treated repeatedly. 8 references. (Journal abstract 
modified) 


004427 Rifkin, Arthur; Klein, Donald F.; Dillon, Donald; 
Levitt, Morton. Dept. of Psychiatry, Mount Sinai Medical 
Center, One Gustave L. Levy Place, New York, NY 10029 
Blockade by imipramine or desipramine of panic induced by 
sodium lactate. American Journal of Psychiatry. 138(5):676-677, 
1981. 


The effect of sodium lactate infusions on a group of nine Ss 
with panic disorder and on nine controls was investigated to test 
hypotheses that: 1) sodium lactate would cause panic in the ex- 
perimental Ss and not in controls; and 2) tricyclic antidepres- 
sants (imipramine or desipramine) would prevent panic attacks 
during a second sodium lactate infusion in the six Ss whose 
spontaneous attack stopped during prior treatment with these 
drugs. The findings confirmed these hypotheses although cau- 
tion is suggested in light of the preliminary nature of the study. 
7 references. 


004428 Scharbach, H. 9, rue de Gigant, F-44000 Nantes, 
France /A double-blind trial: the use of oxprenolol and diazepam 
in anxiety./ Essai en double aveugle (oxprenolol/diazepam) dans 
lanxiete. Encephale. 7(1):51-58, 1981. 


The effectiveness of oxprenolol vs. diazepam in treating anxi- 
ety was studied in a double-blind experiment. Thirty six Ss suf- 
fering from somatic and/or psychological anxiety were given 
either 80mg of oxprenolol (19 Ss) or 5mg of diazepam (17 Ss) in 
1 tablet daily at the beginning of the study. This dosage was in- 
creased to an average of three tablets daily. Effectiveness was 
measured on the basis of the Hamilton scale for anxiety and by 


the subjective evaluations of patient and physician. Results show 


of hysteria./ O vozmozhnostyakh patogeneticheskoy terapii is- 
terii. Zhurnal i Psikhiatrii imeni S. S. Korsa- 
kova. 81(3):420-425, 1981. 


Possibilities of pathogenetic therapy of hysteria were studied 
in 371 patients with hysteria and 180 patients with hysteriform 
disturbances. The Ss were examined clinicodynamically and 
neurophysiologically to determine the necessity for pathogenetic 
treatment in relation to the stage and degree of the emotional 
disturbances. In cases of an acute or subacute course of the dis- 
ease, combinations of hypnosuggestive therapy with modified 
autogenic training were effective. For patients with a lingering 
course, combinations of psychotherapeutic and biological meth- 
ods with the use of central cholinolytics (for relaxing the high 
tone of the cholinergic system), and psychostimulants and anti- 
depressants (for strengthening the tone of the serotoninergic 
structures) were effective. In resistant cases, medicinal therapy 
with medium and high doses of atropine was effective. Results 
show that an individualized, staged complex approach to the 
treatment of hysteria which considers the age factor is the most 
effective. 21 references. (Journal abstract) 


004430 Snyder, Scott. Dept. of Psychiatry, Baylor College of 
Medicine, Texas Medical Center, Houston, TX 77030 The inter- 
action of psychopharmacology and psychoanalysis in the border- 
line patient. — Quarterly. 52(4):240-250, 1980. 


between the psychoanalytic and psy- 


subtypes are delineated, with a focus on the central role of 
affect in this disorder and implications for psychopharmacologi- 
cal treatment. The four subtypes include: 1) a group character- 
ized by impulsive and negative behavior and hostile depression 
characterized by a reversal of vegetation signs; 2) a group of pa- 
tients manifesting erratic behavior, marked by rebellion and 
mad by exten alternating with depression; 3) an affectless group, 


» It is suggested that 


analysis of medication response may aid in better delineating the 
syndrome. 51 references. (Author abstract modified) 


11 DRUG TRIALS IN MISCELLANEOUS DIAGNOSTIC 
GROUPS 


004431 Agnoli, A.; Ruggieri, S.; Falaschi, P.; Mearelli, S.; Del 
Roscio, S.; D’Urso, R.; Frajese, G. Clinica Neurologica, Univer- 
sity of L’Aquila, 1-67100 L’Aquila, Italy Are the enkephalins in- 
volved in Parkinson’s disease? Clinical and neuroendocrine re- 
sponses to naloxone administration. Advances in Biochemical 
Psychopharmacology. 22:511-521, 1980. 


cerning the possible involvement 
son’s disease is reviewed. Results indicate that 2mg of naloxone 
induces an inconsistent improvement in tremor, rigidity, and in 
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the Webster Rating Scale score while bradikinesia shows a tend- 
ency to worsen. Moreover, these results are present only briefly 
(2 to 3 hours). However, the dosage of 8mg induces a constant 
improvement in the three symptoms, tremor in particular. Also, 
the overall clinical picture (Webster Rating Scale score) was 
much improved. Naloxone did not modify plasma prolactin 
levels in either of the two dosages. These data show that parkin- 
sonism is not only a consequence of damage in the nigrostriatal 
system, but a consequence of alterations in the entire dopamine 
system. 34 references. 


004432 Allen, Marcia Divoll; Greenblatt, David J.; Harmatz, 
Jerold S.; Shader, Richard I. Greenblatt: Division of Clinical 
Pharmacology, Box 1007, New England Medical Center, 171 
Harrison Ave., Boston, MA 02111 Desmethyldiazepam kinetics 
in the elderly after oral prazepam. Clinical Pharmacology and 
Therapeutics. 28(2):196-202, 1980. 


Desmethyldiazepam (DMDZ) kinetics were investigated in 15 
young (22 to 42 years old) and 14 elderly (62 to 85 years old) 
Ss, administered single oral doses of 20mg prazepam. Plasma 
DMDZ concentrations were determined in venous blood sam- 
ples drawn up to 9 days after the dose. Appearance in blood of 
DMDZ was slow, with peak plasma levels reached in an aver- 
age of 10 to 20 hours. First-order DMDZ appearance was ob- 
served in only 17 Ss. Volume of distribution of total DMDZ 
(range, 1.33 to 6.31/kg) and of unbound DMDZ after correction 
for protein binding (range, 43 to 2431/kg) was larger in women 
than in men of all ages, and in the elderly as opposed to the 
young. Elimination half-life (range, 29 to 224 hours) rose with 
age in men (r=.66, p less than .01), but not in women (r=.02). 
Clearance of unbound DMDZ (range, 2.9 to 31.2ml/min/kg) 
was greater in women than in men of all ages, and declined 
with age in men (r=.40), but not in women (r=.06). As in the 
case of diazepam, age can influence DMDZ kinetics, but 
changes in drug disposition with age may differ between the 
sexes. 20 references. (Author abstract modified) 


004433 Avrutskiy, G. Ya.; Laskova, N. B. Otdel psikhofarma- 
kologii, Moskovskiy NII psikhiatrii Ministerstva zdravookhran- 
eniya RSFSR, Moskva, USSR /Some principles of differentiated 
metabolic drug treatment in comprehensive therapy of mental dis- 
orders./ Nekotoryye printsipy differentsirovannogo primeneniya 
preparatov metabolicheskoy terapii v kompleksnom lechenii 
psikhicheskikh zabolevaniy. Zhurnal Nevropatologii i Psikhiatrii 
imeni S. S. Korsakova. 79(8):1077-1083, 1979. 


A study of 246 patients with schizophrenia, manic-depressive 
psychoses, and psychoorganic syndrome who were all treated 
with metabolic action drugs (piracetam, piriditol, and pantogam) 
elucidated the efficacy of these preparations in a comprehensive 
treatment of mental disorders. The desirability or necessity of 
including these drugs in a pharmacotherapy program is dis- 
cussed in the light of clinical trials. During such trials, certain 
aspects of the clinical effects with each drug were examined, 
permitting a comparison of the pharmacological activity of pira- 
cetam, piriditol, and pantogam. It is recommended that these 
drugs be used only after careful evaluation of the mental state of 
the patient and the clinical profile of the drug. 29 references. 
(Journal abstract modified) 


004434 iy, A. I; Mimyukova, T. A.; Vashenin, M 
M.; Gayduk, F. M. Problemnaya lab. biokhimii neyrogormonov 
i regulyatsii obmena veshchestv, Minskiy meditsinskiy institut, 
Minsk, USSR /Correction of the extrapyramidal neuroleptic syn- 
drome by tryptophan and the time course of its content in the 
blood of patients./ Korrektsiya ekstrapiramidnogo neyrolepti- 
cheskogo sindroma triptofanom i dinamika yego soderzhaniya v 


W 
004429 
statistically, however, oxprenolol is more effective than diaze- 
pam in treating anxiety. 12 references 
004429 Semke, V. Ya. Kafedra psikhiatrii, Altayskiy meditsins- 
' institut, Barnaul, USSR /Possibilities of pathogenetic therapy 
chopharmacological pers 
unifying the concept and definition of the borderline personal- 
ity. The major psychoanalytic conceptualizations of the border- 
line personality are reviewed, as is the use of medication re- 
agnostic classifications of these groups (e.g., hysteroid dys- 
Clinical and neuroendocrine responses to naloxone administra- ee 
656 
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krovi bol’nykh. Zhurnal Nevropatologii i Psikhiatrii imeni S. S. 
Korsakova. 81(2):95-97, 1981. 


Correction of the extrapyramidal neuroleptic syndrome by 
tryptophan and the time course of its content in the blood were 
studied in 44 patients of both sexes (20 to 55 years old) with 
various forms of the syndrome, and in a control group of eight 
healthy people of both sexes (22 to 40 years old). The patients 
were divided into three groups according to the form of the 
syndrome affecting them. Group | consisted of 15 Ss with mod- 
erately severe akinetic hypertonic disorders; group 2 consisted 
of 21 Ss with chronic hyperkinetic hypertonic disorders; and 
group 3 consisted of eight Ss with chronic hyperkinetic disor- 
ders. Following the development of extrapyramidal syndrome 
the Ss were given 0.6g of tryptophan by mouth. The behavioral 
condition of the Ss was measured before and after the adminis- 
tration of tryptophan, and the tryptophan content of the blood 
was measured using the Yudenfrend method. Results show that 
tryptophan brought about an improvement in 73% of the pa- 
tients in group 1, 52% of group 2, and 37% of group 3. 19 ref- 
erences. (Journal abstract modified) 


004435 Benkert, O. Psychiatrische Klinik der Universitat Mun- 
chen, Nussbaumstrasse 7, D-8000, Munchen 2, West Germany 
Pharmacotherapy of sexual impotence in the male. Modern Prob- 
lems of Pharmacopsychiatry. 15:158-173, 1980. 


Drugs which have been prescribed in instances of sexual im- 
potence in the male or whose effectiveness has been observed or 
experimentally tested are described. The substances fall into the 
following categories: 1) hormones (androgens, luteinizing hor- 
mone, releasing hormone, thyroid hormone, and thyrotropin re- 
leasing hormone); 2) drugs influencing biogenic amines (L-dopa, 
apomorphine, bromocriptine, PCPA, parachloromethylampheta- 
mine, methysergide, and danitracen); 3) vasodilators (nitrites, 
oxytocin, and yohimbine); 4) psychopharmacological drugs 
(neuroleptics, antidepressants, lithium salts, tranquilizers); and 5) 
other psychotropoic drugs, such as aphrodisiacs. It is concluded 
that no pharmacotherapy for organically healthy patients with 
sexual impotence has been experimentally substantiated, and that 
physicians should avoid prescribing drugs for problems ob- 
served in their patients. Instead focus should be on organic 
causes, behavioral changes due to physiological aging, open 
communication between physician and patient, and psychothera- 
py and behavior therapy. 62 references. 


004436 Boszormenyi, Zoltan. National Institute for Nervous 
and Mental Diseases, Mandula u. 36, H-1025, Budapest, Hunga- 
ry Pharmacological influence of sexual functions in adolescents. 
Modern Problems of Pharmacopsychiatry. 15:131-144, 1980. 


The occurrence of sexual dysfunction in adolescence is ad- 
dressed and the influence of drug treatments on such disorders 
is discussed. It is contended that these syndromes are often re- 
lated to primary endocrine or developmental defects, but that 
they also result from purely educational or psychological and 
emotional problems. Adolescents often have difficulty in seeking 
help, and psychotherapy in combination with anxiolytic agents 
as an adjunct to treatment is seen as being helpful. Benzodiaze- 
pines have proven especially effective. Since teenagers are de- 
pendent on the expectations of parents, it is suggested that ad- 
ministration of drugs should be fully understood by the involved 
family members. It is argued that the adolescent has less anxiety 
tolerance, fewer emotional brakes, less facility for elaborating 
symptoms or symbolic levels, and diminished capacities for post- 
ponement of impulsive gratifications, and that all of these fac- 
tors are important in achieving effective results in combined 
psychotherapy and pharmacotherapy. 12 references. 


004437 Breuning, Stephen E.; Ferguson, Donald G.; Cullari, 
Salvatore. Psychological and Research Services, Coldwater Re- 
gional Center for Developmental Disabilities, Coldwater, MI 
49036 Analysis of single-double blind procedures, maintenance of 
placebo effects, and drug-induced dyskinesia with mentally retard- 
ed persons. Applied Research in Mental Retardation. 1(3/4):175- 
192, 1980. 


The importance of reliability checks, placebo conditions, and 
double-blind conditions in assessing medication effects with 10 
institutionalized mentally retarded Ss was examined. A proce- 
dure for discontinuing the use of placebo and double-blind con- 
ditions was explored, and all Ss received weekly assessments 
and 1 year followup of withdrawal and persistent dyskinesia. 
The results empirically demonstrate the importance of using re- 
liability checks, placebo conditions, and double-blind conditions. 
The procedure for discontinuing placebo and double-blind con- 
ditions was effective, and is discussed in terms of ethical and 
practical issues concerning their use in institutions. Place effects 
were observed to last 12 or more weeks and are discussed in 
terms of being maintained via operant variables. Withdrawal 
dyskinesias were present in 9 of the 10 Ss and a 1.5 year follow- 
up showed persistent dyskinesias in 6 of the 10 Ss. Lip-mouth 
and tongue movements were the primary dyskinesias. 14 refer- 
ences. (Author abstract modified) 


004438 Breuning, Stephen E.; O’Neill, Michael J.; Ferguson, 
Donald G. Psychological and Research Services, Coldwater Re- 
gional Center for Developmental Disabilities, Coldwater, MI 
49036 Comparison of psychotropic drug, response cost, and psy- 
chotropic drug plus response cost procedures for controlling insti- 
tutionalized mentally retarded persons. Applied Research in 
Mental Retardation. 1(3/4):253-268, 1980. 


The effectiveness of psychotropic drugs, response cost, and 
psychotropic drug plus response cost procedures in controlling 
the inappropriate behaviors of 18 institutionalized mentally re- 
tarded Ss is discussed. Ss were randomly assigned to one of two 
sequences. Sequence 1 utilized 11 Ss and was drug, drug plus 
response cost, then response cost. Sequence 2 utilized seven Ss 
and was drug, placebo (no drug), the response cost. Ss and staff 
were blind to conditions and sequences. The results show that 
the frequencies of inappropriate behaviors were lowest during 
the response cost conditions. The drug, drug plus response, and 
placebo conditions resulted in similar frequencies of inappropri- 
ate behaviors. These frequencies were about 45% higher than 
those obtained during the response cost conditions. Withdrawal 
dyskinesias and symptoms were present in 13 of the 18 Ss, and a 
1 year followup showed persistent dyskinesias present in 7 of 
the 18 Ss. Results are discussed in terms of drug/behavior inter- 
actions and legal and programmatic implications for habilitative 
training with mentally retarded persons. 19 references. (Author 
abstract modified) 


004439 Cazzullo, C. L.; Altamura, A. C.; Cornaggia, C. M.; 
Canger, R.; Pruneri, C. Altamura: Depto. di Psichiatria Clinica, 
Universita di Milano, Padiglione Guardia II, Policlinico di 
Milano, I-20100 Milano, Italy Therapeutic plasma levels of some 
anticonvulsants in focal epilepsy in relation to computerized axial 
tomography. Encephale. 7(2):191-197, 1981. 


Antiepileptic drug blood levels needed to control seizures 
were studied in 37 patients with established focal epilepsy. The 
patients examined by computerized axial tomography (CAT) 
were grouped according to whether they did or did not show 
evidence of an organic focal lesion in the brain. Statistical elabo- 
ration of the data revealed that CAT positive patients required 
significantly higher mean antiepileptic drug blood levels for 
clinical effectiveness than did CAT negative patients. Single 
drugs failed to produce control at any plasma level, necessitat- 


| 

» 


ing recourse to multidrug regimes significantly more often in 
the CAT positive than in the CAT negative patient group. Pos- 
sible reasons for the observed differences of therapeutic re- 
sponses are discussed. 16 references. (Journal abstract modified) 


004440 Chinaglia, L. Divisione Neurologica, Ospedale Civile 
Carretta, Montebelluna, Italy /Pharmacokinetic study in man of 
the CH-757 preparation./ Studio farmacocinetico nell’uomo del 
preparato CH 757. Revista de Neuropsichiatria e Scienze Affini. 
26(2):55-60, 1980. 


The characteristics of the bioavailabilty of CH-757 (lormeta- 
zepam) in humans were studied. Eight patients between ages 40 
and 63 who had been hospitalized with neurological disorders 
were selected. All patients received Smg lormetazepam. Blood 
was drawn before and at 2, 4, 6, and 12 hours after treatment. 

levels in blood and urine were monitored. Al- 
though the pharmacological effects lasted only 4 to 5 hours, the 
level of plasmatic CH-757 remained elevated for 8 to 12 hours. 
Seventy one percent of the drug was excreted in the urine 
within 72 hours. Lormetazepam is in large part transformed into 
a composite in the blood. It is presumed that urinary metabolism 
is also in large part composed of this composite. 2 references. 
(Journal abstract modified) 


004441 Danner, Rolf. Dept. of Clinical Neurophysiology, Cen- 
tral University Hospital Kuopio, SF-70210 Kuopio 21, Finland / 
Measurements of nerve conduction velocity during decreasing 
toxic diphenylhydantoin levels and the beginning of carbamaze- 
pine medication: a clinical neurophysiological report./ Messungen 
der Nervenlei hwindigkeit beim Abklingen einer Diphenyl- 
hydantoinintoxikation und wahrend des Beginns einer Carbama- 
zepinmedikation: eine klinisch-neurophysiologische Dokumenta- 
tion. Archiv fur Psychiatrie und Nervenkrankheiten. 229(3):267- 
272, 1981. 


A clinical neurophysical report of an epileptic patient recov- 
ering from acute diphenylhydantoin toxicity is presented. Senso- 
ry and motor nerve conduction velocity was determined daily 
and at the beginning of administration of the anticonvulsant 
drug carbamazephine. A statistical correction which accounts 
for the influence of variable skin temperatures on the sensory 
nerve conduction velocity proved to be useful for measuring 
sural nerves. A significant correlation was found between the in- 
creasing sensory nerve conduction of the spinal nerves and the 
decreasing diphenylhydantoin levels. Decreasing conduction ve- 
locities in peripheral nerves during rising carbamazepine con- 
centrations were observed. 22 references. (Journal abstract 
modified) 


004442 Davis, Kenneth L.; Hollister, Leo E.; Stahl, Steven M.; 
Berger, Philip A. Hollister: Stanford University, Stanford, CA 
94305 Cholinomimetics in Huntington’s disease. Research Report, 
NIMH Grant MH-30854, 1980. 5 p. 


The use of physostigmine salicylate and choline chloride with 
Huntington’s disease patients was investigated. Patients were ad- 
ministered intravenous propantheline bromide until the heartrate 
reached 100, at which time they were administered 4.0mg intra- 
venous physostigmine. Choline chloride was administered 
gradually over 4 weeks for a maximum dose of 20gm per day in 
four divided doses, and within subject comparisons of choline 
chloride versus placebo periods were undertaken. Physiological 
and videotape monitoring indicated that physostigmine pro- 
duced a significant decrease in choreic movements 30 minutes 
after the termination of the infusion in 9 of 10 patients. Of the 
nine patients who completed 12 weeks of choline chloride test- 
ing, seven had a significant decrease in their choreic movement 
frequencies. It is suggested that physostigmine and choline chlo- 
ride increase brain acetylcholine activity by different mecha- 
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nisms. It is concluded that although increasing brain acetylcho- 
line activity is a potential treatment strategy for the choreic 
movements of Huntington’s disease, neither physostigmine nor 
choline chloride can be considered a practical clinical treatment 
for the disease, since more potent cholinomimetics may be 
needed to more consistently reduce choreic movements. 7 refer- 
ences. 


004443 Deisenhammer, E.; Sommer, R. Institut fur Klinische 
Neurophysiologie, Medizinisches Laboratorium, Wagner-Jaur- 
egg-Krankenhaus, Linz, Austria /Serum concentration of anti- 
convulsants. Pharmacokinetic findings and their practical applica- 
tion./ Die Serumkonzentration der Antikonvulsiva. Pharmako- 
kinetische Erkenntnisse und deren praktische Anwendung. 
Wiener Klinische Wochenschrift. 91:571-578, 1979. 


The regular determination of serum concentrations of anticon- 
vulsants and their contribution to pharmacokinesis are discussed. 
The measurement of serum concentrations makes possible the 
determination of actually available unbound, and therefore ef- 
fective substances. It is indicated that the metabolism of these 
anticonvulsants varies, and the relationship between a given 
dosage and serum concentration suggests strong individual fluc- 
tuation. Through a variety of biological. changes, illnesses, and 
medication, the body metabolism can be altered, which can lead 
to a change in the serum concentration of the anticonvulsant. 
Results of research have shown that a therapeutic concentration 
area exists which should be taken as a statistical value. Only a 
specific concentration shows in a certain percentage of patients 
a reduction of attacks or freedom from attacks. Low concentra- 
tions have been used in harmless attacks with sufficient thera- 
peutic effect, while high concentrations have been used in ma- 
lignant attacks without sufficient effect. It is concluded that this 
method should be used for all problematical patients. Fifty per- 
cent of the patients who had shown no improvement before, 
showed an improvement or freedom from attacks when this 
method was used. (Journal abstract modified) 


004444 Dement’yeva, N. F.; Yermolina, L. A.; Yezhkova, V. 
A.; Mozhayeva, Ye. G. no address /Therapy and social adapta- 
tion of oligophrenics (review of the literature)./ Terapiya i 
sotsial’naya adaptatsiya bol’nykh oligofreniyey (obzor litera- 
tury). Zhurnal Nevropatologii i Psikhiatrii imeni S. S. Korsa- 
kova. 81(3):439-450, 1981. 


Therapy and social adaptation of oligophrenics are discussed. 
Some therapeutic measures are directed towards activating indi- 
vidual mental functions (memory, attention, etc.) and towards 
pathogenetic treatment. Among the pharmacological substances 
used in the treatment of undifferentiated mental retardation and 
minimal brain dysfunction are psychostimulants. The study of 
these drugs seems to indicate that dopamine is related to this 
disorder. Neuroleptics help to control the behavior of patients 
but do not increase their work capacities. Metabolic therapy and 
biogenic stimulants have also been used with some success in 
children. Diet therapy and music therapy also have been tried. 
In connection with the study of the adaptive capabilities of the 
mentally retarded, studies have been done on interpersonal rela- 
tions between such people, and between mentally retarded and 
normal people. It is concluded that the very pathological proc- 
ess of mental retardation is determined to a certain extent by the 
therapeutic approach to the patient. 136 references. 


004445 Deniker, P.; Loo, H.; Zarifian, E.; Peron, P.; Benya- 
coub, A.; Roux, J. M.; Kamoun, A. Hospital Sainte-Anne, 1, rue 
Cabanis, F-75674 Paris Cedex 14, France /A preliminary open 
study of the use of amineptine of the deficient syndrome of he- 
bephrenics and of addicts during withdrawal./ Etude preliminaire 
en ouvert de l’amineptine sur le syndrome deficitaire des he- 


VOLUME 19, NO. 4 


bephrenes et des toxicomanes au decours du sevrage. Ence- 
phale. 7(1):59-64, 1981. 


A preliminary study of the effects of amineptine on hebeph- 
renics and addicts was conducted. Nine addicts and 10 hebeph- 
renics received an average of 200mg/day of amineptine. Evalua- 
tion was made on the basis of clinical interviews and evaluation 
scales, self-evaluations, evidence of dependency, and side-ef- 
fects. Results show improvement in six of the addicts and eight 
of the hebephrenics. Despite the preliminary nature of this 
study, it is concluded that amineptine is effective in treating syn- 
dromes marked by apragmatism, motor loss, and disinterest. In 
addition, pre-existing delirious ideas in schizophrenics are not 
reactivated and there seems to be no risk of drug dependency in 
addicts. 12 references. 


004446 Ducreuzet; Moreau; Pelle. Service de Geriatrie du 
Centre Hospitalier de Versailles, Versailles, France /Treatment 
of psychological and behavioral disturbances in mental deficiency 
with Duxil./ Troubles psycho-comportementaux de |’insuffisance 
cerebrale: leur traitement par Duxil. Revue de Geriatrie. 
6(4):201-204, 1981. 


The effectiveness of Duxil in treating mental deficiency in the 
elderly was studied. Thirty Ss, average age 77, were studied for 
2 months. Ss received a placebo during the first month and 
Duxil during the second month. Ss evaluated themselves on the 
basis of 17 items which included mental efficiency, neurosensor- 
ial equilibrium, and psychoaffective behavior. Results show that 
after the first month, scores were the same as before treatment. 
After treatment with Duixil, overall scores improved by 36.5 
percent. 1 reference. 


004447 Emerson, Ronald; D’Souzas, Bernard J.; Vining, Eileen 
P.; Holden, Kenton R.; Mellits, E. David; Freeman, John M. 
Freeman: CMSC 601, Johns Hopkins Hospital, Baltimore, MD 
21205 Stopping medication in children with epilepsy. New Eng- 
land Journal of Medicine. 304(19):1125-1129, 1981. 


Anticonvulsant therapy was discontinued in 68 children with 
epilepsy who had had no seizures for 4 years, in an attempt to 
find the risk of relapse and the factors predictive of recurrence. 
In this population, the probability of remaining free of seizures 
for 4 years after discontinuation of medication was 69%. Chil- 
dren were more likely to have recurrent seizures if they were 
mentally retarded, if their seizures had begun before 2 years of 
age, if they had many generalized seizures before control, or if 
they had a definitely abnormal EEG before medication was dis- 
continued. Multivariate analysis of variance shows that the best 
predictors of outcome were the EEG taken at cessation of 
medication and the number of seizures before control. It is con- 
cluded that in the normal child who has not had many seizures 
and whose EEG is normal or mildly abnormal, the risks of dis- 
continuing medication after 4 seizure free years are acceptable. 
13 references. (Author abstract) 


004448 Freedman, Daniel X. University of Chicago, Chicago, 
IL 60637 LSD, psychotogenic procedures and brain neurohumors. 
(Unpublished paper). Final Report, NIMH Grant RO1-MH- 
13186, 1980. 7 p. 


The relationship between psychotogenic procedures and brain 
amines was investigated with emphasis on the psychopharmaco- 
logy of indoleamine (especially lysergic acid diethylamide-LSD) 
and phenylethylamine hallucinogens and their effects of metabo- 
lism (binding, synthesis, storage, uptake, release, enzyme activi- 
ty, compartmentation, and catabolism) of mouse and rat brain 
amines such as 5-hydroxytryptamine (5-HT), norepinephrine 
(NE), and dopamine. The experiments demonstrated an effect of 
LSD on brain 5-HT, LSD concentration and subcellular distri- 
bution, turnover of nonpsychotomimetic cogeners such as 2- 


bromo-LSD, and similar effects of phenylethylamine psychoto- 
mimetics on 5-HT concentrations were observed. The effects of 
stress on 5-HT and NE were demonstrated, as well as the en- 
hancing effect of diminished concentration of 5-HT on the be- 
havioral impact of LSD with reserpine or tetrabenazine pre- 
treatment, after raphe lesions, or PCPA. The correlation of 
acute behavioral effects in the rat with the half-life of LSD was 
observed, which was followed by similar demonstration in man. 
Other findings included the correlation of LSD half-life and 
amine changes with acute biobehavioral effects and the uniquely 
high concentration of 5-HT in human pineal and in the blood of 
autistic and severely retarded children. 2 references. 


004449 Gadow, Kenneth D. State University of New York, 
Stony Brook, NY 11790 Drug therapy for hyperactivity: treat- 
ment procedures in natural settings. In: Gadow, K., Psychosocial 
aspects of drug treatment for hyperactivity. Boulder, CO, West- 
view, 1979. 479 p. (p. 325-378). 


Teachers and parents were surveyed to study referral and 
treatment practices with trainable mentally retarded (TMR) 
children and adolescents receiving pharmacotherapy for hyper- 
activity. Teachers completed a questionnaire in which they 
listed all children in their special education class who received 
psychotropic drugs during the current year, and described their 
experience with training in and problems with drug therapy. 
They then provided detailed information on their involvement 
in drug therapy. Parents were questioned about the drug regi- 
men, school involvement in medical referral, and physician 
monitoring procedures. Pharmacotherapy for behavior disorders 
was relatively common in this sample. Teacher formal training 
in drug therapy was trivial. School involvement in treatment re- 
lated procedures was far less than what is advocated by clini- 
cians and researchers, and medical treatment monitoring proce- 
dures were not satisfactory. The data are seen as raising ques- 
tions about the administration and storage of medication in 
school. 13 references. (Author abstract modified) 


004450 Gagne, Pierre. 461 Argyle St., Sherbrooke, Quebec J1J 
3H5, Canada Treatment of sex offenders with medroxyprogester- 
one acetate. American Journal of Psychiatry. 138(5):644-646, 
1981. 


A group of 48 male patients with long-standing histories of 
deviant sexual behavior received medroxyprogesterone acetate 
and milieu therapy for up to 12 months. Forty Ss responded 
positively, all within 3 weeks, with diminished frequency of 
sexual fantasies and arousal, decreased desire for deviant sexual 
behavior, increased control over sexual urges, and improvement 
in psychosocial functioning. Improvement in deviant sexual be- 
havior and psychosocial functioning was maintained after treat- 
ment ended, and there was no evidence of permanent physio- 
logical changes. It is suggested that medroxyprogesterone ace- 
tate associated with counseling may be the treatment of choice 
for patients with long-term deviant sexual behavior, and the 
ethical issues involved in this approach are briefly discussed. 6 
references. (Author abstract) 


004451 Geormaneanu, Mircea; Voiculescu, Viorica. Paedriatic 
Clinic, 23 August Hospital, Bucharest, Rumania Treatment of 
encopresis with imipramine. Neurologie et Psychiatrie. 18(3):209- 
210, 1980. 


Two case reports of treatment with imipramine of encopresis 
(involuntary passage of feces unrelated to organic deficit or ill- 
ness, associated with maternal/child conflict) in 5-year-old and 
6-year-old boys are presented. In both cases, imipramine (40 to 
50mg/day) promoted rapid sphincter control. It is noted that 
among the commonest adverse effect of imipramine are urinary 
retention and constipation. It is suggested that these effects are 


ane 
encopresis. 1 reference. 


004452 Gmur, M.; Uchtenhagen, A. no address /Methadone 
treatment of heroin addicts in Switzerland./ Die Methadonbe- 
handlung von Heroinabhangigen in der Schweiz. Thera- 
piewoche. 30:1228-1235, 1980. 


Methadone treatment combined with other methods of drug 
(i.e., heroin) treatment in Switzerland is discussed. Methadone is 

a promising drug when the dangers of misuse and abuse (i.e., in- 
volvement in the black market, incorrect diagnosis, and inappro- 
priate treatment) are taken into account. Since deficiencies in 
stationary treatment for drug addiction are a fact, and ambula- 
tory detoxification treatment has not indicated any notable suc- 
cess, methadone treatment is the recommended alternative. It is 
concluded that methadone treatment works well when the fol- 
lowing guidelines are observed: 1) realistic success expectation, 
(i.e., drug freedom not the primary goal); 2) conflict free metha- 
done treatment combined with caretaking and therapeutical 
measures; and 3) long-term treatment. (Journal abstract modi- 
fied) 


004453 Golinko, Barry E.; Rennick, Phillip M.; Lewis, Ronald 
F. Brookdale Hospital Medical Center, Dept. of Pediatrics, 
Comp Care Program, 9620 Church Ave., Brooklyn, NY 11212 
Predicting stimulant effectiveness in hyperactive children with a 
repeatable neuropsychological battery: a preliminary study. Prog- 
ress in Neuro-Psychopharmacology. 5(1):65-68, 1981. 

The effects of d-amphetamine on performance on the Repeat- 
able Cognitive/Perceptual/Motor neuopsychological test bat- 
tery (RCPM) were studied in 14 hyperactive children. Results 
showed that 11 of the children performed better after d-amphet- 
amine. High or low doses of d-amphetamine were effective in 
10 of these children, but only the high dose was effective in one 
child. The use of the RCPM to titrate dosages quickly and to 
monitor dose effectiveness in long-term followup is discussed. 8 
references. (Author abstract modified) 


004454 Hechtman, Lily; Weiss, Gabrielle; Perlman, Terrye; 
Hopkins, Joyce; Wener, Albert. Dept. of Psychiatry, Montreal 
Children’s Hospital, Montreal, Quebec, Canada Hyperactives as 
young adults: prospective ten-year followup. In: Gadow, K., Psy- 
chosocial aspects of drug treatment for hyperactivity. Boulder, 
CO, Westview, 1979. 479 p. (p. 417-442). 


A 10 year followup study was conducted on 75 hyperactive 
Ss (never treated with stimulant drugs) and of 44 normal control 
Ss between 17 and 24 years old. The findings indicate that while 
hyperactive Ss continue to have varous difficulties in adjust- 
ment, only a small minority show severe psychopathology or se- 
rious antisocial behavior. Persisting problems center around 
continued impulsive traits, low self-esteem, and poor socializa- 
tion skills. Hyperactive Ss had more court referrals within the 5 
years preceding evaluation but were the same as controls within 
1 year preceding evaluation. Extent of nonmedical drug use did 
not differ between groups, and physiological measures were not 
significantly different. Sequential EEGs of hyperactives taken 
over 10 years suggest that many readings become normal, and 
that this normalization takes place mainly in adolescence. A 
group of 17 Ss who had received chlorpromazine for 18 to 48 
months were compared with a matched group of 21 Ss who had 
received no drug longer than 6 months. No differences were 
found on any measures of outcome. It is concluded that future 
treatment programs should focus on social skills, self-esteem, 
rw impulsivity training. 24 references. (Author abstract modi- 


004455 Herrmann, W. M.; Beach, R. C. Dept. of Clinical Neur- 
Schering 


opsychopharmacology, AG, Postfach 650311, D-1000 
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psychic effects. Modern Problems of Pharmacopsychiatry. 
182-194, 1980. 


The effects of pharmacotherapy on the sexual behavior of 
sexual offenders are examined, with emphasis on the impact of 
antiandrogen therapy on sexual fantasy, preference, identity, and 
attitudes, as well as arousability to stimuli mediated by the CNS 
(e.g., visual stimuli). Six specific aspects of behavior that may be 
affected by drugs include sexual function, sexual behavior, 
sexual arousability, gender identity, preferences and attitudes, 
and sexual gratification. Associated behavioral changes with an- 
tiandrogen treatment include depression, a calming down effect 
(tranquilization), activity, and aggression. Mention is also made 
of experimental studies with cyproterone acetate. It is conclud- 
ed that antiandrogen treatment may offer the only possible alter- 
native to castration or lifelong imprisonment in some sex offend- 
ers, and that it has particular effects on functional sexuality, in- 
hibition of sexuality, and sexual fantasy. 31 references. 


004456 Hoes, M. J. A. J. M.; Colla, P.; Folgering, H. Universi- 
ty of Nijmegen, Nijmegen, The Netherlands Hyperventilation 
syndrome, treatment with L-tryptophan and pyridoxine; predictive 
values of xanthurenic acid excretion. Journal of Orthomolecular 
Psychiatry. 10(1):7-15, 1981. 


A case is made for the pathophysiological importance of the 
cerebral serotonergic neurons in the hyperventilation syndrome 
(HVS), whose function depends on the systemic L-tryptophan 
metabolism. The role of such metabolism was studied in 13 
HVS patients via administration of pyridoxine 125mg t.i.d. and 
L-tryptophan 2g for 4 weeks. The syndrome is caused by stress 
and common features are increased respiration, anxiety, and oc- 
cipito-cervical headache and muscular hypertonia. Treatment 
resulted in freedom from hyperventilation attacks in nine Ss, 
and extremes of xanthurenic acid excretion, an index of periph- 
eral L-tryptophan metabolism, had disappeared. The findings in- 
dicate that the L-tryptophan metabolism is important in the 
pathophysiology of the HVS and that xanthurenic acid excre- 
tion discriminates responders from nonresponders to pyridoxine, 
L-tryptophan treatment. 42 references. (Author abstract modi- 
fied) 


004457 Hoffet, H. no address /Clinical application of antiandro- 
gens in psychiatry./ Die klinische Anwendung von Antiandro- 
genen in der Psychiatrie. Gynakologe. 13:33-43, 1980. 


The application of antidanrogens, especially cyproterone ace- 
tate, to treat sexual deviations of men and resocialization of 
sexual delinquents is examined. These drugs have been infre- 
quently used for treatment of women with psychosexual distur- 
bances. The effective mechanism of antiandrogens on hormonal, 
central control of the sexual drive is analyzed thoroughly. Psy- 
chiatric effects and side-effects of antiandrogen administration 
are discussed; problems have surfaced on the medical/ethical 
level. Today it can be maintained with sufficient certainty that 
cyproterone acetate does not cause irreversible side-effectsion 
adult, male patients. If the patient absolutely wants cyproterone 
acetate, it may be used, but the decision belongs to experienced 
specialists who are able to take care of the patient psychologi- 
cally. It is concluded that in intelligent and sensible patients, 
treatment with antiandrogens results occasionally in a psychic 
reconstruction. In more primitive patients, resocialization must 
first be tried through applied psychotherapy. (Journal abstract 
modified) 


004458 Houillon, P.; Kitenge, A.; Jouannigot, R.; Lullien, L. 
no address /Some therapeutic effects of Nootropyl./ Quelques 


W 
004452 
review of the action of antiandrogens with special reference to 
| 
i 
660 


VOLUME 19, NO. 4 


effets therapeutiques du Nootropyl. Annales Medico-Psycholo- 
giques. 138(7):869-876, 1980. 


Therapeutic effects of piracetam observed over a 10 year 
period are discussed. Under certain conditions piracetam acts as 
a neurotransmitter, and in certain cases it has a GABA-like 
effect. Cases histories of piracetam’s use in cranial trauma, toxic 
syndromes, cerebral vasculopathies, and epilepsy are discussed. 
On the basis of these cases it is concluded that: piracetam acts 
equally on toxic vascular accidents and recent trauma; doses of 
10g or more are necessary in cases of possible hyposia; and best 
results are obtaired in the terminal phases of several presenile 
dementias. A discussion of the physiological effects of piracetam 
follows the main article. 13 references. 


004459 Indo, Toshikatsu; Ando, Kazuya. Dept. of Neurology, 
Gifu Prefectural Tajimi Hospital, Maehata-cho 5-161, Tajimi 
city, 507 Japan Hyperventilation syndrome and beta receptor 
function -- clinical effect of beta blocker upon the syndrome. Jap- 
anese Journal of Psychosomatic Medicine. 20(5):424-428, 1980. 


In light of the previous observation of an increase in beta-re- 
ceptor sensitivity and its proposed role in the pathogenesis of 
the hyperventilation syndrome (HVS), the preventive effects of 
beta-blocker administration were clinically examined. A daily 
dosage of 10mg or 15mg of bufetolol hydrochloride was used in 
38 cases, while 29 other patients with intense anxiety were ad- 
ministered the same dosage in combination with antianxiety 
drugs over a period of several months. It was found that: 1) the 
frequency of attacks decreased significantly with each treatment 
method; 2) the decrease was more significant in the combination 
group; and 3) the intensity of attacks significantly decreased 
under each method, and the decrease was more significant in 
the combination group. It is concluded that it is necessary to 
suppress not only the sensitivity of beta-receptors (physical fac- 
tors), but also anxiety (emotional factors) via the use of anti- 
anxiety drugs in the long-term management of hyperventilation 
syndrome. 11 references. (Journal abstract modified) 


004460 Itil, T. M.; Akpinar, S.; Yardim, M.; Dayican, G. Divi- 
sion of Biological Psychiatry, Dept. of Psychiatry, New York 
Medical College, New York, NY 10029 Effects of high dosage li- 
suride hydrogen maleate (LHM) in Parkinson syndrome. In: 
Neurochemistry and clinical neurology. New York, Alan R. 
Liss, 1980. 


An open, uncontrolled pilot study was conducted to deter- 
mine whether high dosage lisuride hydrogen maleate (LHM, 
daily dosage of 100 to 100mcg with a mean of 462 to 619mcg) 
has any significant therapeutic effects in 11 patients with Parkin- 
son syndrome treated for a period of 6 weeks. LHM is an isoer- 
golenyl derivative with potent peripheral serotonin antagonist 
effects in addition to central alpha-adrenergic, antihistaminic, 
CNS, and central dopaminergic properties. According to the 
Global Impression rating scale, 8 of the 11 patients showed 
marked overall improvement, 2 showed moderate improvement, 
and 1 showed slight improvement. The most significant im- 
provement was established in a variety of symptoms of Parkin- 
son syndrome, as shown by serveral neurological and extrapyra- 
midal symptom scales. The most dramatic improvement was 
seen in cog wheel rigidity, Parkinson tremor, Parkinson-like gait 
and posture, and masklike face. Patients also showed an im- 
provement in memory recall and orientation. There were no 
systematic or noticeable laboratory abnormalities, electrocardio- 
gram deviations, and/or clinical side-effects during LMH treat- 
ment. 


004461 Izakson, Kh. A. Nevrologicheskoye otdeleniye, Tallins- 
kiy gospital’, Tallin, USSR /The classification of sleep disorders 
and the treatment of various forms of somnambulism./ Rabo- 


chaya gruppirovka narusheniy sna i lecheniye razlichnykh form 
somnambulizma. Zhurnal Nevropatologii i Psikhiatrii imeni S. S. 
Korsakova. 79(9):1383-1387, 1979. 


The classification of sleep disorders and the treatment of var- 
ious forms of somnambulism were studied. Sleep disorders were 
differentiated as follows: sleep without any negative subjective 
or objective disturbances, predominantly subjective sleep disor- 
ders, and predominantly objective motor sleep disturbances (in- 
cluding sleepwalking due to various organic diseases of the 
CNS, and to neuroses and reactive states). One hundred Ss (16 
to 20 years old) suffering from sleepwalking were treated using 
substances that decreased the duration of slow-wave sleep by in- 
creasing the duration of fast-wave sleep at night (proserine 
during the day and reserpine at night). Also used were chlor- 
promazine, imipramine, phenobarbital, meprobamate, magnesium 
sulfate, B-vitamins, chlordiazepoxide, electrosleep, prolonged 
transcerebral galvanization through the eyes, and physical exer- 
cise. Results indicate that a number of these methods have a 
promising future in the treatment of sleep disorders. 32 refer- 
ences. 


004462 Johannessen, Svein. State Epilepsy Hospital, Sandvika, 
Norway Aspects of pharmacological effects of antiepileptic 
Acta Neurologica Scandinavica. 62(Suppl. 80):53-55, 1980. 


Aspects of drug disposition that may have implications for 
studies of the pharmacological effects of antiepileptic drugs are 
briefly reviewed. The importance of measuring serum levels 
during chronic treatment of epileptic patients is considered and 
the occurrence of various influences at different stages such as 
absorption, protein binding, metabolism and excretion is consid- 
ered. The risks of drug interactions with concomitant changes in 
drug serum levels are also mentioned. 


004463 Jones, Mortyn T.; Gillham, Brian; Beckford, Ursula; 
Dornhorst, Anne; Abraham, Ralph R.; Seed, Mary; Wynn, 
Victor. Sherrington School of Physiology, St. Thomas’s Hospi- 
tal Medical School, London SEi 7EH, England Effect of treat- 
ment with sodium valproate and diazepam on plasma 

in Nelson’s syndrome. Lancet. No. 8231:1179-1181, 1981. 


The effects of treatment with sodium valproate and diazepam 
on plasma adrenocorticotropic hormone (ACTH) was investi- 
gated in six patients with Nelson’s syndrome. Initial high plasma 
ACTH concentrations were greatly reduced by 3 to 5 weeks’ 
sodium valproate treatment (with and without diazepam). When 
treatment was stopped, ACTH concentrations returned to their 
previous levels. Diazepam did not add significantly to the ef- 
fects of sodium valproate alone. Three patients reported a de- 
crease in the severity and frequency of headaches while on 
sodium valproate. In five patients, abnormal skin pigmentation 
was reduced. It is suggested that sodium valproate raises GABA 
levels in the hypothalamus and that this is responsible for the re- 
duction of ACTH secretion. The data are consistent with the 
hypothesis that Nelson’s syndrome is a neuroendocrine disease 
caused by a deficiency in the hypothalamic GABAergic system. 
13 references. (Author abstract modified) 


004464 Kelly, D. Priory Hospital, Priory Lane, London S.W. 
15, England Clinical review of beta-blockers in anxiety. Pharma- 
kopsychiatrie Neuro-Psychopharmakologie. 13(5):259-266, 1980. 


A clinical review of the use of beta-blockers, such as oxpreno- 
lol and propranolol, in treating anxiety is provided. Anxiety 
consists of: the subjective experience (due to the presence of a 
situation causing anxiety), avoidance behavior, and autonomic 
symptoms. Various theories are considered that highlight the 
psychic and somatic aspects of anxiety. Beta-adrenergic receptor 
blocking drugs have been used with success in treating every- 


day stress. The profile of symptoms (such as tachycardia, palpi- 
tations, and tremor) which are most likely to respond to beta- 
blockers are discussed as well as the drug’s side-effects. Beta- 
blockade has been beneficial to patients with the hyperdynamic 
beta-adrenergic circulatory state, and to those in whom anxiety 
is associated with autonomic overreaction. The mode of action 
of beta-blockers is different from that of other anxiolytics, with 
which they can be combined, and beta-blocking drugs results in 
a reduction of symptoms, a decrease in pulse rate, and a stabili- 
zation of blood pressure and respiration. One of the benefits of 
beta-adrenergic blockade is that if it can produce symptomatic 
relief, the subject can as a result lose his anticipatory anxiety 
without the risk of sedation, habituation, or addiction. 21 refer- 
ences. 


004465 Kent, Saul. no address Assessing L-dopa therapy for 
Parkinson’s. Geriatrics. 36(4):34, 39-40, 43, 1981. 


Treatment of Parkinson’s disease with L-dopa or levodopa is 
examined and evaluated. The history of the use of L-dopa and 
discovery of means of maximizing the therapy by combination 
with dopadecarboxylase inhibitors is discussed. Research which 
showed no difference between sinemet and madopar as combi- 
nation drugs for such maximized therapy is cited. Parkinson pa- 
tients show initial gains on L-dopa therapy, but, although long- 
term studies show patient maintenance above baseline levels, a 
general decline is seen in patient’s condition over time. Reasons 
for such regression are discussed. 10 references. 


004466 Kral, V. A. University of Western Ontario, London, 
Ontario N6A 5A5, Canada Psychopharmacotherapy of sexual 
disorders in the aged. Modern Problems of Pharmacopsychiatry. 
15:174-181, 1980. 

Sexual difficulties presented at a geropsychiatric practice by 
aged men and women are discussed along with implications for 
psychopharmacotherapy. Sexual disorders in the male include 
impotence or fear of impending impotence, increases or de- 
creases in sexual activity as a result of mental disorders (endog- 
enous depression, mania, paranoid psychosis), and pedophilia. 
Female sexual y~Brarony include psychological difficulties relat- 
ing to menopause, side-effects of psychiatric disorders such as 
late paranoid psychoses, local and systemic diseases, and masked 
neurotic depression. It is suggested that psychopharmacological 
agents have proved of great help in treating sexual disorders in 
the elderly, but that most of the problems are of psychogenic 
origin and require psychotherapy as the treatment of choice. 
Minor tranquilizers or small dosages of antidepressants may ac- 
company such treatment. Antidepressants, major tranquilizers, 
and lithium carbonate are indicated in cases of major psychiatric 
illness, and sexual disorders which form part of a dementing 
process are also easily controlled by drug medication, although 
the underlying brain process is usually not influenced by it. 13 


004467 Kreek, M. J.; Schecter, A. J.; Gutjahr, C. L.; Hecht, M. 
no address Methadone use in patients with chronic renal disease. 
Drug and Alcohol Dependence. 5:197-205, 1980. 


Methadone disposition was studied in three patients receiving 
chronic methadone treatment and having chronic renal disease: 
one oliguric patient during peritoneal dialysis, one anuric patient 
on hemodialysis, and one patient following renal transplantation. 
In all three patients plasma levels of methadone remained within 
the desired therapeutic range (0.09 to 0.68mcg/ml) for the doses 
received (40 to SOmg/day). Elimination of methadone and its 
metabolites was almost exclusively by the fecal route in the 
anuric patient. Less than 1% of the daily dose was removed by 
peritoneal dialysis or hemodialysis. There was no laboratory or 
clinical evidence for accumulation of either methadone or its 
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metabolites, suggesting that methadone is an appropriate narcot- 
ic to use in patients with renal disease. (Journal abstract) 


004468 Krz i, Stefan. Szpital Psychiatryczny, woj. Zie- 
lonogorskie, 66-212 Ciborz, Poland /Scopolamine in cholinolytic 
treatment./ Skopolamina w leczeniu cholinolitycznym. Psychia- 
tria Polska. 14(6):635-640, 1980. 


An overview of the literature on the use of scopolamine in 
cholinolytic treatment discusses the application of the drug in 
psychotherapy since 1949. It has been found that the drug acts 
negatively on the mechanism of memory and learning abilities. 
Contraindications for prescribing the drug are: fever; kidney, 
liver, and lung diseases; and diseases of the stomach and the du- 
odenum. The drug is recommended in all schizophrenic syn- 
dromes, maniacal states of differentiated etiology, and paranoia. 
The use of scopolamine in cholinolytic treatment recommends 
itself through the simplicity of method, the facility of applica- 
tion, the rarity of complications, and the possibility of quick in- 
tervention through the application of physostigmine or galanta- 
mine. 22 references. 


004469 Lambert, Nadine M.; Sandoval, Jonathan; Sassone, 
Dana M. University of California, Berkeley, CA 94720 Preva- 
lence of hyperactivity and related treatments among elementary 
school children. In: Gadow, K., Psychosocial aspects of drug 
treatment for hyperactivity. Boulder, CO, Westview, 1979. 479 
p. (p. 249-291). 


Results are presented from a survey of a large representative 
sample of elementary school children in public and private 
schools to estimate the prevalence of hyperactivity and the inci- 
dence of cerebral stimulant use and other treatment modalities 
for hyperactivity. The ages at which children’s problems were 
first noted and those at which help was initially sought were de- 
termined, as well as the number of professionals involved over 
time in the treatment process. The findings indicate, in contrast 
to media reports, that large numbers of children are forced to 
take amphetamines in order to stay in school, that stimulant 
medication is used rarely, and that it is only one of several pos- 
sible interventions which are recommended or tried in individu- 
al cases. The data also do not support the view that there are 
more hyperactive children in the 1970s than there were in an 
earlier period. It is shown that once they are identified as hyper- 
active, they do not continue to be defined as hyperactive 
throughout the elementary school years, and that there is a dy- 
namic interaction of the child with his environmental systems 
which may be modified successfully during treatment for hyper- 
kinesis. 25 references. 


004470 Lepage, D. no address /Child psy / La 
psychopharmacologie chez l’enfant. Feuillets Psychiatriques de 
Liege. 12(1-2):27-47, 1979. 


The indications for and limits of chemotherapy in child psy- 
chiatry are discussed. Chemotherapy has tended to hold a sec- 
ondary place in child psychiatry because of resistance by doc- 
tors and because of the unknown long-term effects of various 
medicines. The use of chemotherapy implies a certain form of 
doctor-patient relationship which is best approached phenom- 
enologically. Chemotherapy has been used in children with be- 
havioral problems such as hyperkinesis and functional disorders 
such as stuttering, enuresis, and tics. It has also been used in 
cases of mental retardation and psychosis. A complete evalua- 
tion of the effectiveness of chemotherapy for children has not 
yet been made, although it has been found to be definitely effec- 
tive in treating hyperkinesis and enuresis. 82 references. 


004471 Markianos, M.; Hadjikonstantinou, M.; Sfagos, C. 
Athens University Medical School, Dept. of Psychiatry, Egini- 
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tion Hospital, Vass. Sophias 74, Greece Normal plasma dopa- 


mine-beta-hydroxylase in non-treated and treated 
tients. Acta Neurologica Scandinavica. 63(4):267-272, 1981. 


Plasma dopamine-beta-hydroxylase activity (DBH) was esti- 
mated in 50 drug free Parkinson patients, 30 of whom had never 
been treated, in 26 patients treated chronically with L-Dopa, 
and in 44 controls. In disagreement with other reports, no dif- 
ferences were found among the groups and no change in the 
enzyme activity occurred after treatment, although urinary ho- 
movanillic acid increased 20 fold. Low DBH activities could 
not be attributed to the age of onset or duration of illness, main 
symptom, depression, autonomic disturbances, or duration of 
drug treatment. Findings indicate that patients with dementia as- 
sociated with their illness showed low enzyme activities. 14 ref- 
erences. (Author abstract modified) 


004472 Menia, Azzedine; Viaud, Pierre; Baron, Jean-Bernard. 
Dept. de posturographie, C.H.U., Sainte-Anne, 1, rue Cabanis, 
F-75674 Paris Cedex 14, France /Dose effect of D.E.A.E. on 
subjective problems, vertigo, @depression,® asthenia, cephalal- 
gia, and tonic postural activity problems recorded with statokine- 
simeter in postconcussional syndrome./ Effet-dose du D.E.A.E. 
sur les troubles subjectifs vertiges, @depression®, asthenie, ce- 
phalees, et les troubles de l’activite tonique posturale enregistres 
au statokinesimetre, du syndrome post-commotionnel des trau- 
matises craniens ou cranio-cerv. Psychologie Medicale. 
12(10):2255-2263, 1980. 


The effects of D.E.A.E. (cerebrol, an acetylcholine precursor) 
on disturbances resulting from head or whiplash injuries were 
studied. Twenty patients with such injuries were administered 
1.5g or 3g daily of D.E.A.E. for a period of 20 days, and the 
following disturbances were measured: tonic postural activity 
problems, vertigo, asthenia, depression, and cephalalgia. Results 
indicate that the subjects who received 1.5g of D.E.A.E. dem- 
onstrated: 43% variation in the statokinesigram, 60% normaliza- 
tion of convergence, 50% normalization of index deviation, 
44% improvement of cephalalgia, 50% improvement of vertigo, 
48% improvement of asthenia, and 61% improvement of depres- 
sion. The subjects who received 3g of D.E.A.E. did not show 
such good results. Minimal lesions of the cholinergic structure 
in the midbrain were believed to exist in the subjects. The 
danger of overdose in D.E.A.E. therapy is emphasized. 4 refer- 
ences. (Journal abstract modified) 


004473 Morgan, David D.; Robinson, J. D.; Mendenhall, C. L. 
V.A. Medical Center, 3200 Vine St., Cincinnati, OH 45220 
Clinical pharmacokinetics of chlordiazepoxide in patients with al- 
coholic hepatitis. European Journal of Clinical Pharmacology. 
19(4):279-285, 1981. 


The clearance of chlordiazepoxide (CDX) from the systemic 
circulation was studied in 20 human Ss, including 15 patients 
with alcoholic hepatitis and five normal volunteers. The half-life 
for the appearance of the drug in the systemic circulation was 
found to increase exponentially with age, and half-life was inde- 
pendent of the presence of alcoholic hepatitis. The metabolic 
clearance of CDX was significantly lower in the patients than in 
the normal Ss. Multiple regression analysis of the clearance data 
of the initial and followup studies show a significant correlation 
between clearance and the variables age, albumin, and lactate 
dehydrogenase. This relationship suggests that over a short 
period of time (where age can be considered constant) changes 
in albumin and lactate dehydrogenase could be potentially 
useful in predicting clearance changes in a single individual. 34 
references. (Author abstract modified) 


004474 no author. Office of Scientific and Health Reports, Na- 
tional Institute of Neurological and Communicative Disorders 


and Stroke, Bethesda, MD 20205 Fact sheet: Tourette syndrome. 
Bethesda, MD, NIH Pub. No. 80-2163, 1980. 1 p. 


Brief information about the Gilles de la Tourette syndrome, a 
neurological disorder characterized by involuntary muscular 
movements, uncontrollable vocal sounds, and inappropriate 
words, is presented. These multiple tics usually begin when the 
patient is between 2 and 16 years old, and males are afflicted 
about three times more often than females. The disorder is 
thought to be caused by a chemical abnormality in the neuro- 
transmitter system by which the brain regulates movement and 
behavior. Physicians have had some success treating Tourette 
syndrome patients with haloperidol, also known as Haldol, 
which suppresses symptoms for many patients, but does not 
cure the condition. Psychotherapy may help the patient cope 
with the disorder, and deal with the social and emotional prob- 
lems that sometimes accompany it. Research being conducted 
on the disorder, the prognosis for patients, the best educational 
setting for patients, and the contribution of a voluntary advoca- 
cy organization are addressed. 


004475 no author. no address Asthma therapy may 
kids at school. Medical World News. 22(3):37, 41, 1981. 


Research conducted at the National Jewish Hospital-National 
Asthma Center on the causes of learning problems in asthmatic 
children is reported. In a study of 94 asthmatic children ages 9 
to 18-years-old, it was found that they did better on standard 
tests of memory and learning ability as the effects of corticoster- 
oid medication wore off. The findings are regarded as prelimi- 
nary and future research must compare these results with tests 
of nonasthmatic children taking steroids for other reasons. 


undercut 


004476 no author. no address Levodopa: long-term impact on 
Parkinson’s disease. British Medical Journal. No. 6262:417-418, 
1981. 


Research concerning the long-term impact of levodopa treat- 
ment on Parkinson’s disease is reviewed. It is noted that the ini- 
tial response to levodopa in parkinsonism is markedly favorable 
in three quarters of patients. However, after 2 years of treat- 
ment, the proportion of patients who maintain the initial level of 
improvement decreases, and complications of the drug steadily 
increase. Two common problems are dyskinetic movements and 
on/off swings in performance. Psychiatric complications are the 
most serious side-effects of levodopa, often necessitating reduc- 
tion or withdrawal of treatment. Suggestions for reducing side- 
effects are described. 8 references. 


004477 Norman, Trevor R.; Burrows, Graham D.; Bianchi, 
Geoffery N.; Maguire, Kay P.; Wurm, Jeremy M. E. Dept. of 
Psychiatry, University of Melbourne, Parkville, Victoria 3052, 
Australia Doxepin plasma levels and anxiolytic response. Interna- 
tional Pharmacopsychiatry. 15(4):247-252, 1980. 


A study of 23 patients (16 females, 7 males), diagnosed as suf- 
fering from anxiety, was carried out using a flexible dosage regi- 
men of doxepin. Hamilton Anxiety Rating Scale scores were as- 
sessed on days 0, 7, 14, and 21, and plasma doxepin and des- 
methyldoxepin concentrations were analyzed from blood sam- 
ples taken on days 7, 14, and 21 of the trial. No simple correla- 
tion between the Hamilton score at day 21 and plasma doxepin 
concentration (rs=-.099, p greater than .05; n=19) or plasma 
desmethyldoxepin concentration (rs=.339, p greater than .05; 
n= 19) was obtained. The sum of doxepin and desmethyldoxepin 
concentrations was not correlated with the Hamilton score at 
day 21 (rs=.276, p greater than .05; n=19). No correlation of 
doxepin, desmethyldoxepin, or total concentrations and Hamil- 
ton score was found on days 7 or 14 of the trial. 15 references. 
(Author abstract) 


004478 Oosterveld, W. J. Vestibular Dept. of the O-R-L Clinic, 
Academic Hospital Wilhelmina Gasthuis, Eerste Helmersstraat 
104, NL-1054 EG Amsterdam, The Netherlands The efficacy of 
piracetam in vertigo: a double-blind study in patients with vertigo 
of central origin. Arzneimittel-Forschung. 30(11):1947-1949, 
1980. 
The clinical efficacy of piracetam was assessed in 22 patients 
with vertigo of central origin (posttraumatic, psychogenic, eci- 
ic, and hypertensive vertigo were excluded). In a 
double-blind, switchback design, piracetam reduced symptoms 
significantly more than did placebo. Ss reported that piracetam 
affected vertigo, motility disturbances, and vitality, but it did 
not affect sleep. The effect of piracetam is explained by en- 
hanced control of the cerebral cortex on subordinated vestibular 
centers. 16 references. (Author abstract ified) 


004479 Pechadre, J. C.; Beudin, P.; Devoize, J. L.; Gibert, J. 
Lab. d’Electroencephalographie Clinique, Hotel-Dieu, Cntr. Ho- 
spitalier Regional, B.P. 69, F-63003 Clermont-Ferrand Cedex, 
France /Antiepileptic effect of clobazam in Lennox-Gastaut syn- 
drome./ Utilisation du clobazam comme anti-epileptique dans le 
syndrome de Lennox et Gastaut. Encephale. 7(2): B14 190, 1981. 


The antiepileptic effect of a special benzodiazepine (1,5-ben- 
zodiazepine or clobazam) on a homogeneous sample of 26 pa- 
tients suffering from the epileptic encephalopathies syndrome 
was studied. Fifteen days after the beginning of the treatment 15 
of the 26 patients (57%) were benefitting from the therapy. 
More than 1 year later, 10 patients (42%) were still being treat- 
ed successfully. The classical exhaustion side-effect from benzo- 
diazepines seems marked at 1 and 6 months. Although watchful- 
ness problems have been found approximately as often as with 
other benzodiazepines, it was apparent that these side-effects 
were less severe. The use of clobazam or nitrazepam brought 
about an improvement in the state of watchfulness. Four pa- 
tients aiready receiving polychemotherapy experienced the clas- 
sical intolerance phenomena. To avoid this problem, clinical sur- 
veillance during the first few days is recommended. Care should 
be taken when clobazam is used in conjunction with strong 
doses of dipropylacetic acid. 10 references. (Journal abstract 
modified) 


004480 Philipp, M. Neuro-Psychiatrische Abteilung, Universi- 
tatsklinik Mainz, Mainz, West Germany /Psychotic excitement 
in medical emergencies./ Psychotische Erregtheit im arztlichen 
Notfalldienst. Medizinische Welt. 30:1436-1438, 1979. 


Several legal viewpoints and important pharmacological and 
tical measures taken in the treatment of psychot- 

ic excitement in medical emergencies are discussed. It is sug- 
gested that three substances, Neurocil, Haldol, and Valium, are 
sufficient to control all psychotic conditions of excitement in 
manias exhibited in katogenic and frenzied hallucinatory schizo- 
phrenias, and in exogenic psychoses. (Journal abstract modified) 


004481 Rabending, G.; Fischer, W,; Arndt, R.; Bohl, I.; Bruck- 
ner, H.-J; Cammann, G.; Du Chesne, H.-J.; Hobusch, D.; 
Knaape, H.-H. Nervenklinik des Bereiches Medizin, Ernst- 
Moritz-Arndt-Universitat, Ellernholzstrasse 1/2, DDR-22 
Greifswald, German Democratic Republic /Treatment of epilep- 
sies with clonazepam (Antelepsin)./ Die Behandlung der Epilep- 
sien mit (Antelepsin). Psychiatrie, Neurologie und 
Medizinische Psychologie. 31(8):472-482, 1979. 


was tested in a total of 179 patients 
sixty nine of the patients previously had been treated unsuccess- 
fully with standard medication. Typical abscences and attacks of 
West syndrome and Lennox syndrome responded very well to 
treatment. Favorable effects also were produced in cases of par- 
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tial or focal epilepsy. The most noticeable side-effect was fa- 
tigue, though balance disorders, sensations of dizziness, and 
muscular weakness also were reported. The frequency of side- 
effects decreased during the course of therapy. An EEG exami- 
nation revealed a significant increase in beta-waves and a signifi- 
cant decrease in 3 Hz spike and wave complexes. (Journal ab- 
stract modified) 


004482 Reisberg, Barry; Ferris, Steven H.; Gershon, Samuel. 
Geriatric Study and Treatment Program, Dept. of Psychiatry, 
N.Y.U Medical Center, 550 First Ave., New York, NY 10016 
An overview of pharmacologic treatment of cognitive decline in 
the aged. American Journal of Psychiatry. 138(5):593-600, 1981. 


The pharmacological treatment of cognitive decline/senile de- 
mentia in the aged is discussed, with emphasis on the most 
widely known substances for alleviating the mental and behav- 
ioral symptoms. These substances include: cerebral vasodilators, 
Gerovital H3, psychostimulants, nootropics, neuropeptides, and 
neurotransmitters. It is contended that the rationale for the 
choice of specific agents has shifted as conceptions on the ori- 
gins of cognitive decline have changed, and that current knowl- 
edge indicates that most deterioration occurs independently of 
arteriosclerotic vascular changes. Substances currently being in- 
vestigated for their effects on brain electrophysiology, in neuro- 
humoral processes, or on central neurotransmitters, are seen as 
having promise. 96 references. (Author abstract modified) 


004483 Renshaw, D. C. Dept. of Psychiatry, Sexual Dysfunc- 
tion Clinic, Loyola University of Chicago, 2160 South First 
Ave., Maywood, IL 60153 Pharmacotherapy and female sexual- 
ity. Modern Problems of Pharmacopsychiatry. 15:145-157, 1980. 


Common forms of female sexual dysfunction are discussed, 
along with implications for pharmacotherapy and sex therapy. 
These dysfunctions include: 1) no sexual desire (parasympathetic 
and higher brain center involvement); 2) primary or secondary 
anorgasmia (involvement of sympathetic and higher brain cen- 
ters); 3) dyspareunia (involvement of local or higher centers); 
and 4) vaginismus (involvement of local or higher centers). The 
aphrodisiacs and medications that may be useful in enhancing 
sexual enjoyment or overcoming the dysfunctions include: alco- 
hol, hormones, stimulants, antidepressants, tranquilizers, hypno- 
tics and sedatives, lithium, L-dopa and PCPA, street drugs 
(marihuana, psychedelics, and narcotics), bromocryptine, and 
miscellaneous compounds (perfumes and placebos). Suggestions 
are made for carefully controlled research to investigate a vari- 
ety of myths that have arisen from the drug culture and it is em- 
phasized that psychological as well as physiological factors 
should be considered in addition to pharmacotherapy. 21 refer- 
ences. 


004484 Schimmel, K. C. Kurklinik Kronprinz, Prien, West 
Germany /The treatment of insomnia through homeopathy in a 
clinic./ Die Behandlung von Schlafstorungen mit Mitteln der 
Naturheilverfahren in einer Klinik. Physikalische Medizin und 
Rehabilitation. 20:549-552, 1979. 


The treatment of insomnia through homeopathy in a clinic, 
and various causes of insomnia were examined. Originating from 
either organic or psychological influences, patients in a clinic 
were treated both physically and homeopathically. A number of 
homeopathic drugs are recommended. (Journal abstract modi- 


004485 Shapiro, Arthur K.; Shapiro, Elaine. Tic and Tourette 
Laboratory and Clinic, Mount Sinai Medical School, 1 Gustave 
Levy Place, New York, NY 10029 Do stimulants provoke, cause, 
or exacerbate tics and Tourette syndrome? Comprehensive Psy- 
chiatry. 22(3):265-273, 1981. 
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The effects of stimulants on tics and Tourette syndrome (TS) 
were examined in a review of the literature and in a clinical 
study of patients with tics or TS. The literature provides virtu- 
ally no evidence that stimulants cause or provoke TS, and inad- 
equate evidence that stimulants in clinically appropriate doses 
can cause tics in previously asymptomatic patients or exacerbate 
tics in patients with preexisting tics or TS. Methylphenidate and 
haloperidol in combination did not increase tics in 42 patients 
treated for concomitant hyperactivity and TS, nor in most of 
the 62 TS patients treated with stimulants for various adverse 
effects of haloperidol. Although tics may increase in some pa- 
tients at a dose of methylphenidate that simultaneously de- 
creases lethargy, amotivation, and impaired cognition, there is 
no net gain in the therapeutic to toxic ratio, the effect is short 
lived, and potential benefits outweigh disadvantages. Observa- 
tions fail to support the catecholamine hypothesis for tics and 
TS. 18 references. (Author abstract modified) 


004486 Sobczyk, Piotr; Jena, Krystyna; Klir, Teresa. I Klinika 
Psychiatrii $1. AM, Grunwsldzka 48, 42-700 Lubliniec, Poland 
/A comparative evaluation of the efficacy of some therapeutic 
methods used in delirium tremens./ Porownawcza ocena skutecz- 
nosci niektorych metod leczenia majaczenia drzennego. Psychia- 
tria Polska. 14(5):481-486, 1980. 


Therapeutic methods used from 1970 to 1971 and from 1977 
to 1978 to treat patients with delirium tremens were compared. 
It was found that only neuroleptics and tranquilizers (chlordia- 
zepoxide, diazepam, and chlormethiazol) were used alone or in 
combinations. The 3.8% mortality rate was not related to delir- 
ium tremens in 50% of the cases, but to severe somatic illnesses. 
No cases of death were noted in the group of patients receiving 
chlormethiazol orally, whereas the length of duration of delir- 
ium tremens did not appear to depend significantly on the kind 


of therapeutic method applied. 19 references. (Journal abstract 
modified) 


004487 Sorel, L.; Mechler, L.; Harmant, J. Centre William 
Lennox, Ottignies, Louvain-la-Neuve, Belgium /A comparative 
study of intravenous lorazepam and clonazepam in status epilepti- 
cus./ Etude comparative de l’injection intraveineuse de loraze- 
pam et de clonazepam dans les etats de mal epileptique. Acta 
Neurologica Belgica. 80(6):368-379, 1980. 


The use of lorazepam and clonazepam in treating epilepsy 
was compared. Sixty one Ss received a total of 129 injections of 
lorazepam (4 to 10mg) and/or clonazepam (1mg). Results show 
that lorazepam had very favorable results in three quarters of 
cases and significantly improved the EEG in both primary and 
secondary generalized epilepsy and in partial epilepsy, although 
results were somewhat better in secondary generalized epilepsy. 
Results with clonazepam were approximately the same, but lora- 
zepam showed slightly better results for the EEG, and clonaze- 
pam showed slightly better results for clinical factors. The dis- 
advantage of this treatment is decreased awareness with loraze- 
pam (66% of cases) and with clonazepam (74% of cases). 12 ref- 
erences. 


004488 Strandjord, R. E.; Aanderud, S.; Myking, O. L.; Jo- 
hannessen, S. I. Dept. of Neurology, 5016 Haukeland Sykehus, 
Bergen, Norway Influence of carbamazepine on serum thyroxine 
and triiodothyronine in patients with epilepsy. Acta Neurologica 
Scandinavica. 63(2):111-121, 1981. 


The influence of carbamazepine (CBZ) on serum thyroxine 
(T4) and triiodothyronine (T3) concentrations of patients with 
epilepsy was investigated. In 42 patients on long-term CBZ 
treatment, T4, free T4 index (FT4I), and T3 concentrations in 
serum were significantly lower than in control Ss, while T3 
uptake (T3U) and thyrotropin (TSH) concentrations did not 


differ between patients and control Ss. In 12 patients starting on 
CBZ, mean T4, calculated FT4I, and thyroxine binding globulin 
(TBG) were reduced 1 to 5 months later compared to the initial 
levels. Thus, CBZ reduced thyroid hormones, TGB, and FT4I. 
A CBZ-induced increase in conversion and metabolism of the 
thyroid hormones could explain this effect. The normal T3U 
values and decreased concentrations of TBG make a competi- 
tive CBZ binding to TBG less probable. Although the thyroid 
hormone levels were found lowered in the patients, all remained 
clinically euthyroid during the period of the study. 19 refer- 
ences. (Author abstract modified) 


004489 Su, C. Y.; Lin, C. S.; Peng, C.; Cheng, C. S.; Loh, H. 
H.; Li, C. H.; Way, E. L. Taipei Medical College, Taipei, 
Taiwan Suppression of morphine abstinence in heroin addicts by 

Advances in Biochemical Psychopharmacology. 
22:503-509, 1980. 


The effects of beta-endorphin on morphine abstinence in 
heroin addicts were assessed under conditions where physical 
dependence could be established and quantified. The effective- 
ness of beta-endorphin in attenuating morphine abstinence ef- 
fects was clearly established on a double-blind basis in four Ss. 
Although a placebo response was noted, its effects were mild 
and transient. The potency of beta-endorphin per mg appears 
comparable to that of morphine, suggesting that on a molar 
basis, beta-endorphin is at least 10fold more potent than mor- 
phine. 11 references. 


004490 Sundaram, Yamuna; Valmikinathan, K. Dept. of Neuro- 
chemistry, Institute of Neurology, Madras Medical College, 
Madras 600 003, India Biochemical studies of human 

during anticonvulsant therapy. Neurology India. 28(4):225-233, 
1980. 

Metabolic events in Indian epileptics on single doses or com- 
binations of anticonvulsant drugs were investigated. Biochemi- 
cal screening of 70 epileptics and a group of Ss suffering from 
neurological disorders indicate a greater incidence of single 
toxic side-effects than of multiple effects. The incidence of low 
phosphorus levels was noted following long-term therapy, 
wheras elevated alkaline phosphatase was observed in short- 
term therapy. It was also found that phenobarbital, alone, has a 
pronounced effect on alkaline phosphatase, as compared to di- 
lantin. 13 references. (Author abstract modified) 


004491 Suzuki, Jinichi. no address A clinical evaluation of the 
effects of a new psychotropic agent, mexazolam (CS-386) on psy- 
chosomatic diseases and neurosis: a comparative study with oxazo- 
lam, using the double-blind method. Japanese Journal of Psycho- 
somatic Medicine. 20(4):301-316, 1980. 


The effects of a new benzodiazepino oxazole agent, mexazo- 
lam, on the mental symptoms of anxiety, tension, and insomnia, 
and the physical symptoms of dizziness, nausea, chest pain, and 
dullness of the head were examined. Subjects were 165 patients 
with either psychosomatic diseases or various kinds of neuroses. 
The experiment was double-blind using oxazolam as a control. 
The rate of final global improvement was 75.6% in the cases 
using mexazolam and 63.8% in cases using oxazolam. Mexazo- 
lam showed marked effectiveness against essential hypertension 
and peptic ulcer and irritable colon and autonomic nervous dys- 
tonia. Anxiety neurosis and organ neurosis are considered suit- 
able indications for mexazolam. Side-effects of drowsiness and 
giddiness were seen more frequently with mexazolam than in 
the control group. Findings indicate mexazolam is a more effec- 
tive drug than oxazolam and its usefulness for psychosomatic 
disease and neurosis is confirmed. (Journal abstract modified) 


004492 Wilkie, Frances L. Dept. of Psychiatry and Behavioral 
Sciences, School of Medicine, University of Washington, Seat- 
tle, WA 98195 Blood pressure and cognitive functioning. In: 
Haynes, S., Second conference on the epidemiology of aging. 
Washington, GPO, NIH Pub. No. 80-969, 1980. 387 p. (p. 105- 
126). 


The effects upon cognitive functioning of antihypertensive 
drugs and other techniques used to lower blood pressure, differ- 
ential rates of decline in performance as a function of blood 
pressure level, and possible underlying mechanisms accounting 
for the relationship between performance and blood pressure are 
considered, based on a review of the literature. The three gener- 
al classes of antihypertensive agents include: diuretics, adrener- 
gic nervous system inhibitors, and vasodilators. Some findings 
suggest that antihypertensive drugs (vasodilators) may enable 
hypertensives to maintain their level of cognitive functioning at 
least well as do their normotensive age peers. Research is cited 
concerning: the acute effects of lowering blood pressure upon 
psychomotor response speed using a serial reaction time task, 
the effect of propranolol on the performance of normotensive 
young individuals, side-effects of antihypertensive drugs, bio- 
feedback training, and performance on intelligence tests of bor- 
derline high and high blood pressure Ss. The underlying mee- 
chanisms of cerebral blood flow and psychosocial stress which 
may affect performance of hypertensives are addressed. A dis- 
cussion follows the text of the article. 72 references. 


004493 Yesavage, Jerome A.; Tinklenberg, Jared R. Veterans 
Administration Medical Center, Palo Alto, CA 94304 Single- 
case study of clinical response to high-dose ergot alkaloid treat- 
ment for dementia. Preliminary report. Sencha. 27(1,2):76- 
78, 1981. 

A case history of senile dementia of the Alzheimer’s type that 
was treated with dihydroergotoxine mesylate (DEM) is report- 
ed. The patient was a 68-year-old male who showed higher 
order intellectual deficits. There was no evidence of depression 
on psychological testing or rating scales and the patient failed to 
respond to trials of antidepressants and phenothiazines. The pa- 
tient was evaluated frequently on the same outcome measures 
while drug dosage varied from 0 to 6 mg. Results show a sig- 
nificant drug effect. The optimal dosage of DEM and its mecha- 
nism of action are uncertain. It is possible that this patient suf- 
fers from a rare type of biochemically based dementia which is 
specific in its response to DEM. More information is needed on 
the pathophysiology of dementias and the efficacy of some of 
the treatments. 7 references. 


004494 Zalejski, Stanislaw; Pakszys, Waldemar. Klinika Neuro- 
logii CKP WAM, Szaserow 128, 00-909 Warszawa, Poland / 
The effect of diphenylhydantoin on EEG curves in epileptics./ 
Wplyw dwufenylhydantoiny (DPH) na zapis EEG u chorych 
— Neurologia i Neurochirurgia Polska. 14(6):617-620, 


Clinical and EEG investigations were performed, and the 
serum diphenylhydantoin (DPH) level was determined in a ho- 
mogenous group of 32 hospitalized males aged 20 to 22. Spec- 
trophotometric determination of the drug was found to be 
useful. The effect of the therapeutic DPH level on regression of 
abnormal EEG tracings was demonstrated to be statistically sig- 
nificant. Absence of improvement or exacerbation of EEG 
changes should arouse the suspicion that levels of 10 to 20mcg/ 
ml of serum DPH have not been attained or have been exceed- 
ed. 17 references. (Journal abstract modified) 


004495 Zysset, T.; Rudeberg, A.; Vassella, F.; Kupfer, A 
Pharmaco! 


Bircher, Johannes. Bircher: of Clinical , 
University of Berne, Murtenstrasse 35, CH-3010 Berne, Switzer- 
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land Phenytoin therapy for epileptic children: evaluation of sali- 
vary and plasma concentrations and of methods of assessing com- 

Developmental Medicine and Child Neurology. 
23(1):66-75, 1981. 

Phenytoin concentrations in mixed saliva and parotid saliva 
from 22 children, from ages 6 to 15 who were receiving pheny- 
toin therapy for epilepsy were compared with plasma levels 
from blood obtained at the same time. For mixed saliva, the 
saliva to plasma concentration ratio was .11 plus or minus .04 
and in parotid saliva it was .10 plus or minus .06. Compliance 
was studied in 13 children, each receiving between three and 
seven different quantities of phenytoin. Clinical judgment about 
compliance agreed with the two laboratory measures. An analy- 
sis of the relationship between plasma concentration and dosage 
is proposed as a practical method of assessing compliance. 14 
references. (Author abstract modified) 


12 PSYCHOTOMIMETIC EVALUATION STUDIES 


004496 Brooks, Alexander D. Rutgers Law School, 15 Wash- 
ington Street, Newark, NJ 07102 The constitutional right to 
refuse antipsychotic medications. Bulletin of the American Acad- 
emy of Psychiatry and Law. 8(2):179-221, 1980. 


An overview of the constitutional right to refuse treatment 
with antipsychotic medication is presented. The legal grounds 
for the right to refuse are summarized, and issues relating to 
standards and procedures in medication refusal cases are dis- 
cussed. Issues which must be addressed in considering whether 
courts should intervene and establish a limited constitutional 
right to refuse include: the benefits of medication; the costs of 
medications in terms of their side-effects, the nature and serious- 
ness of side-effects; patient reactions to side-effects, including 
psychiatric reactions; the potential for abusive prescription prac- 
tices; respect for patient autonomy; and patient competence to 
make treatment decisions. In the Rennie decision, the court rec- 
ognized the right to refuse medication, but made it subject to 
two qualifications: the patient is not permitted to refuse if he is 
incompetent or if he is dangerous to himself or others. Difficul- 
ties in the interpretation of these two qualifications are consid- 
ered, and procedural guidelines for determinations of competen- 
cy and dangerousness/emergency are outlined. The use of the 
independent psychiatrist to review medication decisions, the 
role of the patient advocate, and the least restrictive alternative 
doctrine are discussed. The psychiatric reaction to the right to 
refuse medication and arguments against such a right also are 
considered. 116 references. 


004497 Hofmann, Albert. no address LSD: my problem child. 
New York, McGraw-Hill, 1980. 210 p. $9.95. 


The story of the discovery of lysergic acid diethylamide, 
LSD-25, and of events following its discovery are related by its 
originator. The psychotherapeutic uses of LSD are delineated, 
but its discoverer appears to be more interested in its use in ter- 
minal illness and as a stimulant to creativity. Accounts are pro- 
vided of meetings with Timothy Leary, and of contact with 
Aldous Huxley who was injected with LSD in his dying hours. 
It is argued that what is needed today is a fundamental reexper- 
ience of the unity of all living things. The potential of LSD is 
posited, and the drug is envisioned as a sacred drug which, if 
used under suitable conditions, in medical practice and in con- 
junction with medication, might in the future make a wonder 
child of the problem child. 
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13 MECHANISM OF ACTION: PHYSIOLOGICAL, 
BIOCHEMICAL AND PHARMACOLOGICAL 


004498 Adler, David S. University Hospital (H-765), Universi- 
ty of California Medical Center, San Diego, CA 92103 Use of 

concentration determinations. Clinical Toxicology. 
14(2):147-150, 1979. 


The use of phenytoin plasma levels in establishing the thera- 
peutic regimen, adjusting therapy in the presence of drugs that 
may influence phenytoin disposition, assessing compliance, and 
validating suspected toxicity is discussed. Special requirements 
of patients with end stage renal disease or low albumin diseases 
are considered. The importance of the time of sampling is ex- 
plained, and it is suggested that samples should generally be 
drawn at the end of the dosing interval, just prior to the next 
dose. 8 references. 


004499 Arato, Mihaly. National Institute for Nervous and 
Mental Diseases, Budapest Pf 1, H-1281, Hungary Promethazine 
and diazepam potentiate the haloperidol induced prolactin re- 
sponses. Communications in Psychopharmacology. 4(4):317-322, 
1980. 


The effect of promethazone, diazepam, and diethazine on ha- 
loperidol-induced prolactin response was investigated in a single 
dose study. These drugs are generally used for treatment of 
drug-induced extrapyramidal symptoms; i.e., they can anatgon- 
ize the effect of neuroleptics on nigrostriatal dopaminergic sys- 
tems. Promethazine and diazepam significantly enhanced the ha- 
loperidol induced prolactin secretion. According to these re- 
sults, these drugs potentiate the effect of haloperidol on hypo- 
thalamic/pituitary dopaminergic systems. This finding supports 
the view that differential regulatory mechanisms exist for var- 
ious dopaminergic regions and/or for the regional specificity of 
the actions of promethazine and diazepam. Diethazine had no 
effect on haloperidol induced prolactin secretion. 14 references. 
(Author abstract modified) 


004500 Becker, D.; Creutzfeldt, O. D.; Schwibbe, M.; Wuttke, 
W. Wuttke: Dept. of Neurobiology, Max-Planck-Institute for 
Biophysical Chemistry, Am Fassberg, D-34 Gottingen Nikolaus- 
berg, West Germany Electrophysiological and psychological 
changes induced by steroid hormones in men and women. Acta 
Psychiatrica Belgica. 80(5):674-697, 1980. 


The effects of hormonal changes during the menstrual cycle 
and of oral contraceptives on the EEG, heartrate, and a number 
of performance tasks were investigated in 16 female subjects. 
Powerspectral analysis in the EEG revealed significantly in- 
creased alpha frequencies and heartrates during the luteal phase 
of the menstrual cycle whereas the mean theta frequency and 
power decreased. A number of psychological test variables, 
such as reaction time to a tone, to a flickering light, and to a 
color/tone sequence and the time to solve simple arithmetic 
problems were shorter at the periovulatory time. Another mini- 
mum was reached during the perimenstrual phase. The flicker/ 
tusion frequency was higher during these two periods. No such 
effects were observed when the same Ss were treated with oral 
contraceptives. It is concluded that the phenomena observed 
during the luteal phase of the cycle may be the expression of a 
slight general arousal effect, possibly mediated by progesterone 
via the noradrenergic system. Results of a subsequent double- 
blind study are also reported in which 30 males were treated 
with a gestagenic compound, an estrogenic compound, an an- 
drogenic substance, or with placebo. Results show that only 
treatment with the progestational compound produced signifi- 
cant changes in the EEG and the performance tests. 15 refer- 
ences. (Author abstract modified) 


004501 Boulenger, J.-Ph.; Zarifian, E. Zarifian: Centre Hospita- 
lier Sainte-Anne, 1, rue Cabanis, F-75674 Paris Cedex 14, 
France /Neuroleptic-tricyclic antidepressant combination: phar- 
macological aspects and therapeutic interest./ L’association neur- 
oleptique-antidepresseur tricyclique: aspects pharmacologiques 
et interet therapeutique. Encephale. 7(1):5-28, 1981. 

The use of neuroleptics in combination with tricyclic anti- 
depressants is reviewed. Although different psychotropic drugs 
are frequently prescribed simultaneously, only a few studies 
have been done to verify the usefulness of this technique. Neur- 
oleptics and tricyclic antidepressants appear to have opposite 
pharmacological and biochemical properties. However, con- 
trolled clinical trials have not demonstrated therapeutic antago- 
nism between these two types of drugs. On the other hand, al- 
though pharmacokinetic data show that neuroleptics decrease 
the metabolism of tricyclic antidepressants, the therapeutic ad- 
vantage of combining them has not been proved. M 
ical issues raised by these studies are also discussed. 114 outer 
ences. (Journal abstract modified) 


004502 Bowers, Malcolm B., Jr.; Heninger, George R. Dept. of 
Psychiatry, Yale University School of Medicine, 25 Park St., 
New Haven, CT 06519 Cerebrospinal fluid homovanillic acid pat- 
terns during neuroleptic treatment. (Unpublished paper). Research 
Report, NIMH Grant 5RO1-MH-28216, 1980. 14 p. 


A group of 24 psychotic patients were studied at two points 
during continuous neuroleptic treatment. Thirteen patients 
showed a tolerance pattern with respect to cerebrospinal homo- 
vanillic acid following probenecid, while 11 showed a nontoler- 
ance pattern. Patients who developed tolerance had significantly 
fewer symptoms and Parkinsonian side-effects at about the fifth 
week of treatment. The findings have implications for other 
studies which indicate that tolerance patterns reflect a decrease 
in dopamine metabolites during chronic neuroleptic treatment, 
and that there may be regional brain differences in the develop- 
ment of this pattern during chronic treatment. 24 references. 
(Author abstract modified) 


004503 Buvat, J.; Racadot, A.; Buvat-Herbaut, M.; Lemaire, 
A.; Gossati, P. Service d’Endocrinologie et de Diabetologie, 
Centre Hospitalier Universitaire de Lille, Ave. du Professeur 
Laguesse, F-59037 Lille, France /Basal prolactinaemia and re- 
sponses to TRH and sulpiride in different categories of male 
sexual dysfunctions./ Prolactinemie basale et reponses au TRH 
et au sulpiride dans diverses categories de dysfonctions sexuelles 
masculines. Acta Psychiatrica Belgica. 80(4):487-493, 1980. 


Serum testosterone levels and serum prolactin levels in 435 
sexually dysfunctioning males were studied. Prolactin response 
to 200mcg of thyrotropin releasing hormone (TRH) was studied 
in 41 cases, and prolactin response to sulpiride was studied in 38 
cases. Results show that serum prolactin levels were excessively 
high in three cases of impotence and one case of anejaculation; 
prolactin was mildly increased in 3.7% of the cases of impo- 
tence and 17% of the cases of premature ejaculation. Mean pro- 
lactin level was lower in anejaculatory and impotent males than 
in normal males. Testosterone was lower in anejaculatory males 
than in normal males, impotent males, and premature ejacula- 
tors. The area under the curve for prolactin response to TRH 
was lower in anejaculatory and impotent males than in normal 
males and premature ejaculators. Prolactin response to sulpiride 
showed no difference from that of normal males. 10 references. 
(Journal abstract modified) 


004504 Chasseaud, L. F.; Taylor, T.; Brodie, R. R. Dept. of 
Metabolism and Pharmacokinetics, Huntingdon Research 
Center, Huntingdon, England Prazepam metabolism in female 
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ee Journal of Pharmacy and Pharmacology. 32(9):652-653, 


The metabolism of prazepam was studied in fasting female 
volunteers. The peak mean plasma concentration of the metabo- 
lite N-desalkylprazepam occurred 12 hours after drug adminis- 
tration, but plasma concentrations remained high for 5 to 24 
hours and declined with a mean half-life of 107 hours. Neither 
prazepam nor N-desalkylprazepam were detected in 24 hour 
urine or any of the Ss above a detection limit of 2ng/ml; 3-hy- 
droxyprazepam and oxazepam were present, almost totally con- 
jugated. Results suggest that the major metabolic route of praze- 
pam, like that of diazepam, is N-dealkylation followed by hy- 
droxylation. 11 references. 


004505 Dry, J.; Ardaillou, R.; Pradalier, A.; Isaac, R.; Piquet, 
V. Hopital Rothschild, Service de Medecine interne, Boulevard 
de Picpus 33, F-75012 Paris, France /Hormonal stimulation after 
injection of thyrotrophin releasing factor (TRF) and 1-24 ACTH 
in patients following chronic treatment with neuroleptics: prelimi- 
nary study./ Resultats des tests de stimulation par le facteur de 
liberation de la thyrostimuline (TRF) et par le fragment 1-24 de 
hormone corticotrope chez des sujets traites au long cours par 
des neuro! ues: etude preliminaire. Acta Psychiatrica Bel- 
gica. 80(5):607-618, 1980. 

Fifteen patients on neuroleptic treatment (haloperidol or 
phenothiazines) and 11 control patients were given thyrotropin 
releasing hormone (TRH) 250mcg and 1-24 ACTH. Thyroid 
stimulating hormone (TSH), T3, thyroxin, FT4, prolactin 
(PRL), and cortisol were measured. Before TRH injection, at 
baseline, TSH was higher and T3 was lower in the neuroleptics 
treated group than in the control group. These results suggest 
the occurrence of a biological hypothyroidism in the group with 
neuroleptics. PRL was also significantly increased. After TRH 
injection the response was not significantly different between 
the groups. Results show cortisol level was lower at baseline 
and after 1-24 ACTH injections in the groups with neuroleptics. 
22 references. (Author abstract modified) 


004506 Esler, Murray; Jackman, Graham; Leonard, Paul; 

Skews, Helen; Bobik, Alex; Korner, Paul. Baker Medical Re- 

search Institute, Commercial Road, Prahran 3181, Victoria, 

Australia Effect of norepinephrine uptake blockers on norepineph- 

29(1):12- 
1981 


Norepinephrine (NE) kinetics were studied in normal male Ss 
after a single 125mg oral dose of desipramine, a neuronal NE 
uptake blocker. Desipramine reduced plasma NE clearance by 
about 20% and reduced the rate of spillover of NE to plasma. 
Disappearance of tritiated NE from plasma after infusion to 
steady-state was biexponential, with half-times of 2.0 minutes for 
the rapid removal phase and 34 minutes for the second exponen- 
tial. The half-time of the rapid removal phase was prolonged by 
———— In patients with sympathetic nerves damaged by 

disease (idiopathic peripheral autonomic insufficiency), plasma 
NE clearance was slowed and the half-time of the rapid remov- 
al phase was lengthened. The selective extraneuronal NE uptake 
blocker, cortisol (500mg i.v.), had no effect in normal Ss on 
plasma NE clearance or rapid removal half-time. 31 references. 
(Author abstract modified) 


004507 Fornaro, P.; Castrogiovanni, P.; Perossini, M. Clin. Psi- 


etinographic changes 
levo-dopa. Acta Neurologica. 2:293-299, 1980. 


The electroretinographic (ERG) effects of a combination of 
levo-DOPA (250mg) and carbi-DOPA (25mg) given per os to 
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10 healthy male volunteers were studied. A significant decrease 
in the implicit time of the b-wave was observed | and 2 hours 
after drug administration, whereas an increase in the b-wave 
amplitude occurred at the same observation times. This increase 
appeared significant if compared with changes which occurred 
in a control group treated with diazepam 1 and 2 hours after 
drug administration. It is concluded that these results may be at- 
tributed to a facilitating effect on dopaminergic transmission in 
the retina. This hypothesis was strengthened by the finding in a 
previous study that haloperidol, which inhibits such transmis- 
sion, decreases the b-wave amplitude. (Journal abstract) 


004508 Forsman, Lennart. Dept. of Psychology, University of 
Stockholm, Box 6706, S-113 85 Stockholm, Sweden Consistency 
in catecholamine excretion in laboratory and natural settings: cor- 
relational and variance components analyses. Reports from the 
Department of Psychology, No. 556. Stockholm, University of 
Stockholm, 1979. 16 p. 


Data from 44 healthy male Ss participating in two studies 
were used to evaluate the consistency of catecholamine excre- 
tion as well as changes in the excretion rate across different lab- 
oratory and natural situations spaced at intervals of a maximum 
of 3 months. Correlational analyses showed high consistency of 
adrenaline excretion under laboratory conditions standardized 
with regard to degree and kind of activity, regardless of the in- 
terval at which measures were taken. For noradrenaline, excre- 
tion consistency tended to decrease with increasing time inter- 
val. In nonstandardized natural situations the consistency of 
both amines was rather low. The analysis of various compo- 
nents showed that when situations were similar in terms of 
degree and kind of activity, the variance due to individuals was 
large in relation to that due to situations or subject/situation in- 
teraction. The variance due to situations was relatively low re- 
gardless of the subjects’ activity level, whereas variance due to 
subject/situation interaction increased as the total variance com- 
ponent increased. 21 references. (Author abstract) 


004509 Gawel, M. J.; Glover, Vivette; Burkitt, M.; Sandler, 
M.; Rose, F. Clifford. Dept. of Neurology, Charing Cross Hos- 
pital Medical School, London W6 8RF, England The specific 
activity of platelet monoamine oxidase varies with platelet count 
during severe exercise and noradrenaline infusion. Psychopharma- 
cology. 72(3):275-277, 1981. 


The effects of noradrenergic stimulation on platelet count and 
platelet monoamine oxidase (MAO) activity were studied in 
healthy male volunteers. Platelet count rose and then fell during 
severe exercise or noradrenaline infusion. Platelet MAO activity 
per unit protein rose and fell in parallel, and the correlation 
with platelet count was highly significant. The increase in spe- 
cific MAO activity may be due to the release of a population of 
platelets with higher specific activity and the subsequent de- 
crease in MAO activity may be due to their removal. 22 refer- 

ences. (Author abstract modified) 


004510 Gloveli, T. B. Institut fiziologii im. I. S. Beritashvili, 
AN GruzSSR, Tbilisi, USSR /The role of reticuloseptal inputs in 
the formation of different types of sensory reactions of the hippo- 
campal neurons./ Rol’ retikulo-septal’nogo vkhoda v formiro- 
vanii raznykh tipov sensornykh reaktsiy neyronov gippokampa. 
Soobshcheniya Akademii Nauk Gruzinskoy SSR. 100(3):661- 
664, 1980. 


The role of reticulo septal inputs in the formation of various 
types of sensory reactions of the hippocampal neurons was stud- 
ied in unanesthetized immobilized cats. The interruption of reti- 
culo septal input by means of electrocoagulation of the medial 
septal nuclei, as well as by the intravenous injection of chlor- 
promazine, caused a depression of hippocampal electrical activi- 
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ty (theta-rhythm) and tonic reactions of single neurons. Unlike 
the effect of electrocoagulation of the medial septal nuclei, in- 
travenous chlorpromazine also caused considerable reduction of 
spontaneous activity and complete depression of specific neural 
reactions. Thus, chlorpromazine is thought to have a direct in- 
fluence on other brain structures, including the hippocampus. 15 
references. (Journal abstract modified) 


004511 Hanin, I.; Mallinger, A. G.; Kopp, U.; Himmelhoch, J. 
M.; Neil, J. F. Dept. of Psychiatry, Western Psychiatric Insti- 
tute and Clinic, University of Pittsburgh School of Medicine, 
Pittsburgh, PA 15261 Mechanism of lithium-included elevation in 
red blood cell choline content: an in vitro analysis. Communica- 
tions in Psychopharmacology. 4(5):345-355, 1980. 


The mechanisms of lithium induced elevation in red blood 
cell choline (Ch) content were investigated in vitro using gas 
chromatographic mass spectrometry combined with stable iso- 
tope methodology. The influx of deuterated Ch, and simulta- 
neous efflux of endogenous Ch were measured in washed red 
blood cells incubated in vitro, and the influence of various pa- 
rameters on these fluxes was investigated. The effect of lithium 
on red blood cell Ch levels is gradual, and ultimately irrevers- 
ible. Its primary site of action appears to be at the level of red 
blood cell membrane, via inhibition of Ch transport both into 
and out of the red blood cell. The elevation in red blood cell 
Ch of patients chronically treated with lithium may result from 
a continuous breakdown of membrane phospholipids to release 
free Ch, and a concurrent irreversible inhibition of efflux of the 
accumulated Ch. The potential significance of these findings is 
discussed. 42 references. (Author abstract modified) 


004512 Herning, R. 1; Rosenbaum, R.; Jones, R. T. Langley 
Porter Neuropsychiatric Institute, University of California 
Medical Center, San Francisco, CA Event-related potential 
changes with morphine in non-addicted humans. In: Barber, C., 
Evoked potentials. Baltimore, MD, University Park Press, 1980. 
614 p. (p. 531-534). 


To determine whether opiates may have effects on cognitive, 
event-related potential components and the contingent negative 
variation (CNV), rather than on primary sensory components, 
17 subjects with no history of illicit opiate use, no recent medi- 
cal opiate use, and minimal other drug use participated in a 2 
day experiment. On one day they received an injection of mor- 
phine sulphate and on the other day they received a saline injec- 
tion. At least 1 day intervened between the 2 test days. Both the 
P300 and CNV effect occurred at 30 minutes after the morphine 
injection and no changes were seen thereafter. The effect of 
morphine on pupil diameter and subjective reports peaked at 60 
and 90 minutes. It would appear that many psychoactive, 
abused drugs reduce the P300. The correlates of whatever proc- 
esses the P300 represents may be what the drug user seeks to 
decrease. The increased CNV following 0.14mg/kg of morphine 
in subjects who have abnormal MMPI profiles requires further 
systematic study. 6 references. 


004513 Herrick, C. E.; Harding, G. F. A. Neuropsychology 
Unit, Ophthalmic Optics Dept., University of Aston, Birming- 
ham, England The effect of sodium valproate on the photosensi- 
tive VEP. In: Barber, C., Evoked potentials. Baltimore, MD, 
University Park Press, 1980. 614 p. (p. 539-547). 


Two experiments were conducted to determine the effect of 
stimulus parameters on the photosensitive visual evoked poten- 
tial (VEP) and whether the therapeutic value of sodium val- 
proate on general convulsive responses similarly affected this 
evoked potential. Sodium valproate has been found to improve 
significantly generalized spontaneous and photically induced ab- 
normalities, while localized, occipital abnormality was found to 


be particularly resistant to treatment. It is proposed that sodium 
valproate operates on nonspecific visual pathways other than 
the specific primary projection. 41 references. 


004514 Hollister, L. E.; Jenden, D. J.; DoAmaral, J. R.; Bar- 
chas, J. D.; Davis, K. L.; Berger, P. A. V.A. Hospital, 3801 
Miranda Ave., Palo Alto, CA 94304 Pharmacokinetic studies 
with choline chloride: a preliminary report. In: Davis, K., Brain 
acetylcholine and neuropsychiatric disease. New York, Plenum 
Press, 1979. (p. 533-539). 


An attempt was made to determine the dosage of choline 
chloride that produced the highest sustained plasma choline 
concentration in a series of acute and chronic studies. Nine pa- 
tients received an oral dose of 5g of choline chloride daily in 
one study. In the other study, eight patients received initially 1g 
of choline chloride four times per day for a total of a 4g per 
day increment, every 3 days. The results indicate that the oral 
administration of choline chloride increases plasma choline 
levels in a dose dependent manner. Data from single dose stud- 
ies suggest that plasma choline levels do not start to fall off until 
6 hours after administration. This offers a rationale for giving 
choline chloride in four oral doses. After chronic treatment, 
plasma choline levels diminished much more gradually than 
after the acute ingestion. Thus, it is suggested that after a period 
of treatment longer intervals between choline chloride doses 
might be possible, and a sustained elevation in plasma choline 
maintained. 20 references. 


004515 Howard-Peebles, Patricia N.; Pryor, Johnny C. Insti- 
tute of Genetics/Dept. of Microbiology, University of Southern 
Mississippi, Hattiesburg, MS 39401 Fragile sites in human chro- 
mosomes I. The effect of methionine on the Xq fragile site. Re- 
search Report, NIMH Grant 1R03-MH-33321, 1980. 15 p. 


The Xq-fragile site found in males having nonspecific X- 
linked mental retardation was studied by varying the chemical 
and physical parameters of leukocyte cultures. Methionine was 
shown to be required for marker expression in both medium 199 
and MEM. Banding studies indicated that methionine does not 
function as a stabilizing factor for the fragile site on Xq. 17 ref- 
erences. (Author abstract) 


004516 Humpel, Michael; Nieuweboer, Bob; Milius, Waltraud; 
Hanke, Heidrun; Wendt, Hans. Dept. Biodynamik, Schering 
AG, Mullerstrasse 170-178, D-1000 Berlin 65, West Germany 
Kinetics and biotransformation of lormetazepam: II. Radioimmun- 
ologic determinations in plasma and urine of young and elderly 
subjects: first-pass effect. Clinical Pharmacology and Therapeu- 
tics. 28(5):673-679, 1980. 


The kinetics and biotransformation of a new 
lormetazepam, were investigated in young and elderly human Ss 
using a newly developed specific and sensitive radioimmunoas- 
say. After intravenous injection, lormetazepam levels in plasma 
fell in three (alpha, beta, and gamma) dispositional phases, two 
of them (alpha, beta) mainly reflecting different distribution 
processes. The terminal (gamma) phase correlated well with the 
rate of renal elimination of glucuronides. Oral doses were com- 
pletely absorbed with widely varying absorption half-lives 
amounting to an average of 0.67 hours. Dose dependent maxi- 
mum plasma levels were reached in about 2 hours. Lormetaze- 
pam undergoes first pass metabolism of about 20% of an oral 
dose. Total clearance was in the range of 20ml/minute. There 
was a trend toward slower terminal disposition phase in elderly 
Ss. In younger Ss, the terminal phase absorption half-life was 
about 10 hours. Lormetazepam glucuronide peak plasma levels 
were reached by about 6 hours. Thereafter, the level fell in one 
(elimination) phase, with absorption half-life of 12 hours in 
young Ss and with a significantly different absorption half-life of 
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20 hours in the elderly Ss. Renal clearance was calculated as 
about 30 ml to 40 ml and did not show an age dependent differ- 
ence. Recovery of lormetazepam glucuronide with urine 
amounted to 70% to 80% of the dose during 72 hours after in- 
travenous injection in both age groups. 25 refernces. (Author 
abstract modified) 


004517 Inotsume, Nobuo; Nakano, Masahiro. Pharmaceutical 


body 
69(11):1331-1334, 1980. 

Hydrolytic reactions of nimetazepam and nitrazepam in acidic 
solution at body temperature were studied spectrophotometri- 
cally. The = apd a compounds produced by hydrolysis were 
in equilibrium with the corresponding closed ring compounds 
(protonated nimetazepam and nitrazepam). Forward reaction 
rate constants of both drugs were greater than the rate constant 
of diazepam. In nimetazepam, the forward reaction rate constant 
was smaller than the reverse reaction rate constant; in nitraze- 
pam, the reverse reaction rate constant was much smaller than 
the forward reaction rate constant, and possible amide bond 
cleavage was indicated. The activation energies of the forward 
and reverse reactions of nimetazepam and the forward reaction 
of nitrazepam were calculated from Arrhenius type plots, 
whereas no clear temperture dependency was observed in the 
reverse reaction rate constant of nitrazepam. The effect of Ph 
on these reactions also was examined. In addition the pKa 
values of nimetazepam and ni! were calculated to be 
2.53 and 2.77, respectively. 11 references. (Author abstract) 


004518 Ishigooka, Jun; Tanaka, Kunio; Suzuki, Yasuyo; Katori, 
Makoto; Miura, Sadanori. Dept. of Psychiatry, Kitasato Univer- 
sity School of Medicine, 1-15-1 Kitasato, Sagamihara 228, Kan- 


platelet 
chiatry. 15(5):270-280, 1980. 


The effects of chlorpromazine (CPZ) and imipramine (IMP) 
on platelet aggregation in vitro were investigated. Both CPZ 
and IMP inhibited epinephrine induced secondary aggregation 
in a dose dependent fashion and changed adenosine diphosphate 
(ADP) induced irreversible aggregation into a reversible re- 
sponse in human platelets. With rabbit platelets, CPZ (0.6 to 
20mcM) and IMP (60 to 60mcM) showed a selective inhibitory 
effect on the aggregation by collagen, whereas, even at 
200mcM, this effect was found neither in arachidonic acid (AA) 
induced aggregation nor in an ADP induced one. CPZ and IMP 
also inhibited human platelet aggregations induced by collagen, 
but not by AA. The antiaggregating action of CPZ and IMP 
was thought to be due to their inhibitory effects of AA liber- 
ation from platelet membranes, suggesting that they might inhib- 
it participating enzymes (phospholipase A2, C, or lipase) or the 
process of the activation of the enzymes. 20 references. (Author 
abstract) 


004519 Itil, Turan M.; Soldatos, Constantin; Bozak, M.; Rama- 
danoglu, Emel; Dayican, Gulay; Morgan, V.; Menon, G. N. Di- 
vision of Biological Psychiatry, N.Y. Medical College, New 
York, NY CNS effects of ISF-2522, a new nootropic (a phase I 


and 
26(5):525-538, 1979. 


The CNS effects of ISF-2522, a new nootropic, were investi- 
gated. A single rising dose tolerance study in humans indicated 
that this compound is safe up to 2400mg as a single dose. Quan- 
titative pharmaco EEG data demonstrated significant CNS ef- 
fects of ISF-2522 in humans as determined by the discrimination 
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from placebo and by the linear time dose related effects. Com- 
puter data base has classified ISF-2522 as a psychostimulant, 
similar to dextroamphetamine and piracetam. Because of the si- 
milarities of the CNS effects with piracetam, psychostimulant 
nootropic properties of ISF-2522 were predicted. The CNS ef- 
fective daily dose of ISF-2522 was estimated as 1200 to 2400mg. 
25 references. (Author abstract modified) 


004520 Jenden, D. J.; Jope, R. S.; Fraser, S. L. Dept. of Phar- 
macology, University of California, School of Medicine, Los 
Angeles, CA 90024 A mechanism for the accumulation of choline 
in erythrocytes during treatment with lithium. Communications in 
Psychopharmacology. 4(5):339-344, 1980. 


The kinetics of isotopic exchange of choline (Ch) between 
erythrocytes and the medium in which they are suspended were 
examined during a 4 hour incubation at 37 degrees C using 
(2H4)Ch in the medium at a concentration similar to that in 
plasma. (2H4)Ch and (2HO)Ch in erythrocytes and medium 
were measured by gas chromatography mass spectrometry. A 
steady-state was experimentally verified. The kinetics of ex- 
change closely obeyed a simple model from which it is possible 
to estimate influx and efflux of Ch in three normal human Ss. In 
all Ss there was a substantial net efflux of Ch, representing Ch 
released from phospholipids within the cells. It is proposed that 
the rise in erythrocyte Ch levels during treatment with lithium 
is due to the inability of Ch to escape as fast as it is released 
when the transport system is inhibited by lithium. 10 references. 
(Author abstract modified) 


004521 Jope, Richard S.; Jenden, Donald J.; Ehrlich, Barbara 
E.; Diamond, Jared M.; Gosenfeld, Lawrence F. Dept. of Phar- 
macology, School of Medicine, University of California, Los 
Angeles, CA 90024 Erythrocyte choline concentrations are ele- 
vated in manic patients. Proceedings of the National Academy 
of Sciences of the United States. 77(10):38-41, 1980. 


Observations that changes in the metabolism and membrane 
transport of choline may be important in certain neuropsychia- 
tric diseases were investigated. It was found that the intracellu- 
lar choline concentration in erythrocytes of manic patients who 
never had lithium therapy was three times the value for normal 
human Ss. Lithium therapy increased this value to 11 times 
normal, and the increase began within the first 2 days of lithium 
therapy. Plasma choline concentration was normal in untreated 
manic patients and did not change during lithium therapy. 14 
references. (Author abstract modified) 


004522 Kapetanovic, Izet M.; Kupferberg, Harvey J.; Porter, 
Roger J.; Theodore, William; Schulman, Elliott; Penry, J. 
Kiffin. Kupferberg: Epilepsy Branch, Bldg. 36, Rm. 5D-21, 
NIH, Bethesda, MD 20205 Mechanism of valproate-phenobarbi- 
tal interaction in epileptic patients. Clinical Pharmacology and 
Therapeutics. 29(4):480-486, 1981. 


The effects of valproate on the biodisposition of phenobarbital 
were examined. In epileptic patients on a phenobarbital regimen, 
the addition of valproate led to elevated plasma phenobarbital 
levels and increased urinary output of unchanged phenobarbital. 
There was no effect on urinary pH. The increase in plasma phe- 
nobarbital was paralleled by a prolonged phenobarbital elimina- 
tion half-life, and the decrease in plasma phenobarbital clearance 
was paralleled by a decrease in phenobarbital elimination rate 
constant. Results suggest that valproate elevates plasma pheno- 
barbital level by inhibiting phenobarbital metabolism. 15 refer- 
ences. (Author abstract modified) 


004523 Killian, Grant Aram. University of Chicago The effects 
of psychotropic medication on cognitive control measures. (Ph.D. 


safety and CNS efficacy study with quantitative pharmaco-EEG 

ee Current Therapeutic Research. 
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dissertation). Dissertation Abstracts International. 42(1):377-B, 
1981. (Not available from Univ. Microfilms), 1981. 


To investigate the effects of psychotropic medication on cog- 
nitive control measures, a battery of cognitive control measures 
were administered to 34 schizophrenic and 26 depressed, non- 
medicated inpatients after a drug free period. These experimen- 
tal groups were then given appropriate psychotropic medication 
and 4 weeks later were retested for a second time. Results were 
compared with those for drug free normals and medicated schi- 
zophrenics and depressed inpatients. No significant differences 
were found as a function of the drug condition on cognitive 
control measures. Although all groups showed some improve- 
ment on all the individual cognitive measures, neither of the 
two experimental groups improved more than the comparison 
groups. Overall, depressed patients changed the most, schizo- 
phrenic patients changed the least, and normal subjects were in 
between. It is concluded that cognitive control measures in 
schizophrenia and depression seem recalcitrant to available psy- 
chotropic agents. (Journal abstract modified) 


004524 Klotz, U.; Kangas, L.; Kanto, J. Dr. Margarete-Fischer- 
Bosch-Institut fur Klinische Pharmakologie, Auerbachstr. 112, 
D-7000 Stuttgart 50, West Germany Clinical pharmacokinetics of 

. Progress in Pharmacology. 3(3):1-72, 1980. 


Pharmacokinetic characteristics of clinically useful benzodia- 
zepines are reviewed. Chlordiazepoxide, diazepam, desmethyl- 
diazepam/clorazepate, oxazepam, lorazepam, medazepam, clona- 
zepam, flunitrazepam, flurazepam, and nitrazepam are extensive- 
ly metabolized, including dealkylation, hydroxylation, reduction, 
and conjugation reactions. With the exception of oxazepam and 
lorazepam, the metabolites are biologically active and will accu- 
mulate during multiple dosing with the parent drug. Absorption 
after oral administration is rapid and almost complete. With the 
exception of flurazepam, these drugs are highly bound to plasma 
proteins. Disposition can be impaired in elderly patients and in 
patients with liver disease. 471 references. (Author abstract 
modified) 


004525 Klotz, U.; Schweizer, C. Dr. Margarete Fischer-Bosch- 
Institute of Clinical Pharmacology, Auerbachstr. 112, D-7000 
Stuttgart 50, West Germany Valproic acid in childhood epilepsy: 
anticonvulsive efficacy in relation to its plasma levels. Interna- 
tional Journal of Clinical Pharmacology, Therapy and Toxicol- 
ogy. 18(10):461-465, 1980. 


Plasma levels of valproic acid were monitored for 2 years in 
90 epileptic children. Of 34 patients treated with sodium val- 
proate alone, complete seizure control was achieved in 82% 
with a mean plasma level of 65.1mcg/ml; the 6 patients whose 
seizures recurred appeared to be resistant to sodium valproate 
therapy, since their plasma levels were significantly higher 
(91.7mcg/ml) than those of the controlled patients. Of 14 chil- 
dren treated with valproate and phenobarbital, seizures were 
completely controlled in 64% with plasma levels of 54.6mcg/ 
ml; valproate concentrations were lower (33.8mcg/ml) in the 
uncontrolled patients. Of 20 children treated with more than 
two anticonvulsants, complete seizure control was achieved in 
only 35%, with valproate plasma concentrations of 63.1mcg/ml. 
These findings suggest that 40 to 90mcg/ml may be an appro- 
priate therapeutic range for sodium valproate. 16 references. 
(Author abstract modified) 


004526 Krupenina, L. B.; Vinogradov, M. V. Lab. biokhimii i 
otdel psikhofarmakologii, Moskovskiy NII psikhiatrii, Minis- 
terstvo zdravookhraneniya RSFSR, Moskva, USSR /The state 
of the adrenergic and cholinergic systems in schizophrenic pa- 
tients during psychpharmacotherapy./ Sostoyaniye adrenergiches- 
koy i kholinergicheskoy sistem u bol’nykh shizofreniyey v prot- 


sesse psikhofarmakoterapii. Zhurnal Nevropatologii i Psikhiatrii 
imeni S. S. Korsakova. 80(5):737-745, 1980. 


The state of catecholamine and acetylcholine metabolism in 
patients with recurrent, progressive attack like, and continuous 
forms of schizophrenia was studied during treatment with neur- 
oleptics, and also in a control group. Dosages, duration of ad- 
ministration, and the course of the mental state were taken into 
consideration. In the schizophrenic Ss this system was different 
from that of the normal Ss; there was a correlation between the 
type of changes in catecholamine metabolism and the form of 
schizophrenia, prior to and during pharmacotherapy. 20 refer- 
ences. (Journal abstract modified) 


004527 Kukwa, L. Ringstr. 13, D-8130 Starnberg, West Ger- 
many /Pharmacological peculiarities of a benzodiazepine/atarac- 
tic drug and its therapeutic relevance: the special status of clora- 
zepate dipotassium (Tranxilium)./ Pharmakologische Besonder- 
heiten eines Benzodiazepin-Ataraktikums und deren therapeu- 
tische Relevanz: die Sonderstellung von Dikaliumclorazepat. 
Psycho: Neurologie und Psychiatrie fur die Praxis. 
6(1):20,22,24,26-27, 1980. 


The ataractic drug clorazepate dipotassium was examined for 
its therapeutic qualities. It caused a rapid and complete hydroly- 
tic change in the stomach and intestines into N-desmethyldiaze- 
pam, a potent anxiolytic drug. Metabolic changes occurred 
under normal physiological conditions in the stomach and intes- 
tines. It is concluded that clorazepate dipotassium is a very 
useful drug for treating psychovegetative disturbances; it has 
few side-effects. It can be recommended for all psychic distur- 
bances, but in particular it assures sound sleep and elevates the 
general mood. 14 references. 


004528 Kuznetsova, V. I. Lab. patologicheskoy anatomiya 
TsNS, Moskovskiy NII psikhiatrii, Ministerstvo zdravookhran- 
eniya RSFSR, Moskva, USSR /Peculiarities of the cerebral 
pathomorphology of patients with schizophrenia treated with psy- 
chotropic drugs (pharmacological pathomorphosis)./ Osobennosti 
patomorfologii golovnogo mozga bol’nykh shizofreniyey lechen- 
nykh psikhotropnymi preparatami (k voprosu o lekarstvennom 
patomorfoze). Zhurnal Nevropatologii i Psikhiatrii imeni S. S. 
Korsakova. 79(7):929-933, 1979. 


Peculiarities of the pathomorphology of the brain of patients 
with schizophrenia who had been treated with psychotropic 
drugs were studied histologically. Results show that the use of 
psychopharmaceuticals to treat schizophrenic patients does not 
remove the characteristic neuronal pathology (shrinkage, atro- 
phy, lipofuscin dystrophy, and cytolysis), but increases the 
metabolic processes in the intact nervous cells (increases the 
volume and basophilia in the cytoplasm, and enlarges the nuclei 
and nucleoli) and increases the glial activity (increases the 
amount of perineuronal satellites, general glia, and the glioneur- 
onal index). 17 references. (Journal abstract modified) 


004529 Lacko, L.; Wittke, B.; Lacko, I. Gustav-Embden-Zen- 
trum der biologischen Chemie, Theodor-Stein-Kai 7, D-6000 
Frankfurt/Main 70, West Germany Interaction of chlorproma- 
zine with the transport system of glucose in human erythrocytes. 
Arzneimittel-Forschung. 30(11):1852-1855, 1980. 


Characteristics of inhibition of the glucose uptake in human 
erythrocytes by chlorpromazine (CPZ) were investigated. It 
was found that CPZ is a strong inhibitor of glucose uptake in 
erythrocytes. The inhibition kinetics indicated that two mole- 
cules of CPZ can bind to the transport system and thus form 
two different CPZ complexes. The dissociation constants of 
both the CPZ complexes and the pH dependence and tempera- 


and that chronic clo: 


Pharmacodynamie et de Therapie. 249(1):147-152, 1981. 
The effect of Ro-11-2465, a new psychotropic agent, on 
vitro uptake of 3H-serotonin into human blood platelets 


004533 Loeb, C.; Roccatagliata, G.; Besio, G. Istituto di clinica 
neurologica, Universita di Genova, Via A. de Toni 5, 1-16132 


droxyphenylglycol depressive 
Variazioni del livello urinario dell’MHPG nelle sindromi depres- 
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sive. Schweizer Archiv fur Neurologie, Neurochirurgie und 
Psychiatrie. 125(2):337-348, 1979. 

Changes in urinary levels of 3-methoxy-4-hydroxyphenylgly- 
col (MHPG) in a group of patients affected by different forms 
of depressive illness were studied. No significant differences 
were noted related to age, diagnosis, or number and duration of 
episodes. Considering the group as a whole, a significant in- 
crease in MHPG urinary levels was noted following recovery, 
although the patients received different drugs (tricyclic anti- 
depressants plus phenothiazine, trazodone, and monoamine oxi- 
dase inhibitors, IMAO). Specifically, recovered or improved pa- 
tients treated with trazodone or IMAO showed a remarkable in- 
crease in MHPG urinary levels, whereas a decrease was evi- 
denced in the group that received tricyclic antidepressants. 42 
references. (Journal abstract) 


004534 Mardh, Goran; Sjoquist, Birgitta; Anggard, Erik. Dept. 
of Alcohol and Drug Addiction Research, Karolinska Institutet, 
S-104 01 Stockholm, Sweden Norepinephrine metabolism in man 
using deuterium labelling: 4-hydroxy-3-methoxymandelic acid. 
Journal of Neurochemistry. 36(3):1181-1185, 1981. 


Plasmak and urine levels of 4-hydroxy-3-methoxyphenylgly- 
col (HMPG) and 4-hydroxy-3-methoxymandelic acid (HMMA) 
were determined in five healthy men after i.v. pulse doses of 
4.3mcmol HMPG labeled with deuterium. About 40% of the in- 
jected amount of labeled HMPG was recovered in the urine as 
HMMA. Another 40% was eliminated as HMPG conjugates. 
Results indicate that HMPG formed from norepinephrine in the 
central or peripheral nervous system undergoes both conjuga- 
tion and extensive oxidation. 23 references. (Author abstract 
modified) 


004535 Mazzi, C.; Riva, L. P.; Morandi, G.; Mainini, E.; Mar- 
tinelli, 1; Bertaccini, G. Dept. of Endocrinology, St. Anthony 
Hospital, I-21013 Gallarate, Italy Drug-induced alterations of the 

axis. Acta Psychiatrica Belgica. 
80(5):619-637, 1980. 


The effects of acute administration of cimetidine, nomifensine, 
and domperidone on patterns of growth hormone (GH), prolac- 
tin (PRL), and thyroid stimulating hormone (TSH) were stud- 
ied. Subjects were normal, were patients with pituitary nonse- 
creting and PRL secreting adenomas, or were patients with 
amenorrhea-galactorrhea syndrome without evidence of adeno- 
ma. Cimetidine increased PRL secretion and reduced both GH 
and TSH secretions in healthy subjects; in patients with nonse- 
creting adenoma the variations of GH and TSH levels were 
absent. Nomifensine inhibited PRL secretion in healthy subjects, 
an inhibition which did not appear in patients with nonsecreting 
adenoma or with PRL secreting adenoma. In healthy subjects, 
the GH level rose significantly following nomifensine adminis- 
tration, but a smaller response was seen in the other subjects. 
Domperidone administration had an inconstant action on PRL 
level and did not affect GH and TSH secretions. The results 
confirm the influence which drugs employed in the therapy of 
nonendocrine diseases have on the function of the hypothala- 
mus. The possibility of analyzing CNS output through secretion 
of pituitary hormones is suggested. 21 references. (Author ab- 
stract modified) 


004536 Mel'nichuk, P. V.; Minich, L. N. Klinika nervnykh bo- 
lezney, Moskovskiy meditsinskiy institut imeni I. M. Sechenova, 
Moskva, USSR /Problems of treating deforming myodystonia 
with L-DOPA, and prediction of its therapeutic effect./ Voprosy 
lecheniya i prognozirovaniya terapevticheskogo effekta prepar- 
ata L-DOFA pri deformiruyushchey myshechnoy distonii. 
Zhurnal N ii i Psikhiatrii imeni S. S. Korsakova. 
79(8):1002-1006, 1979. 
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ture dependence of the inhibition are described. 21 references. 
(Author abstract modified) 
004530 Lavene, D.; Abriol, C.; Guerret, M.; Kiechel, J. R.; 
Lallemand, A.; Rulliere, R. Laboratoires Sandoz, 14, bd. Riche- 
lieu, F-92505 Rueil-Malmaison, France /Pharmacokinetics of 
cloxazolam in man after single and multiple oral doses./ Etude 
pharmacocinetique du cloxazolam apres administration a dose 
unique et iterative chez l’homme. Therapie. 35(4):533-543, 1980. 

The pharmacokinetics of cloxazolam, a 1,4 benzodiazepine 
anxiolytic, were studied. Seven subjects received a single 2mg 
and multiple (3 x Img daily) oral doses of cloxazolam for 9 
days. Since after oral administration no measurable amounts of iF 
unchanged drug could be found in plasma, assays were per- 
formed on chloro-N-demethy! diazepam (CND), the main meta- 4 
bolite. CND in plasma samples was determined by electron cap- d 
ture gas liquid chromatography. After a single dose, CND was 4 
found in plasma only after a mean lag time of .9 hour and : 
reached peak levels within 3 hours. Then CND was eliminated 
with an apparent biexponential pattern. In multiple dosage regi- “d 
men, the plasma levels were determined the 6th, 8th, 9th days ; 
after initiation of therapy. The steady-state was almost reached : 
after 8 days. There was a good correlation with a statistical sig- : 
nificance between the observed plasma levels at steady-state : 
with the predicted values, based on single dose parameters = 
which indicated that the pharmacokinetics is linear, nonsatura- 
zolam exposure has no apparent effect . 
enzymes. 12 references. (Journal abstract modified) : 
004531 Lefebvre, J. Service d’Endocrinologie et Diabetologie, 
Universite de Lille, Rue du Professeur Laguesse 6, F-59037 : 
Lille, France Treatment of undernutrition and electrolyte distur- 
bances in anorexia nervosa. Acta Psychiatrica Belgica. 80(4):551- 3 
556, 1980. 
Treatment of undernutrition and electrolyte disturbances in 
cases of anorexia nervosa is discussed. Treatment varies accord- ; 
ing to the amount of weight that has been lost, and depends on 
a precise evaluation of biological data, especially of electrolytes. 
Hypochloremie/hypokaliemic alcalosis is frequent and must be i 
treated by isotonic saline perfusions until the plasma electrolytes 
return to normal. There are three methods of refeeding: oral, 
pears to be the most successful. Short-term treatment for slight . 
undernutrition usually has good results. Long-term treatment for 
more serious cases, however, must be accompanied by psycho- ; 
logical treatment. (Journal abstract modified) | 
004532 Lenehan, T.; Omer, L. M. O.; Darragh, A. Omer: F. 
Hoffman-La Roche & Co. Ltd., Dept. of Clinical Research and 
Development, Basle, Switzerland Effects of Ro 11-2465, a new 
psychotropic agent on the uptake of serotonin by human platelets 
-- in vitro determination of the ICS0, Archives Internationales de 

in 

as 
The compounds inhibited serotonin uptake in a dose dependent 
manner. Ro-11-2465 was 6 times more potent than clomipramine 
and 14 times more potent than imipramine. Results suggest that 
Ro-11-2465 may have antidepressant properties. 11 references. 
(Author abstract modified) 
Genova, Italy /Variations in urinary levels of | 
on 
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Clinicobiochemical examinations were performed on 55 pa- 
tients suffering from various forms of deforming myodystonia. 
L-DOPA was administered in 47 cases. A correlation between 
therapeutic effect and the level of phenylacetylglutamine excre- 
tion was observed. Positive results of treatment with L-DOPA 
were noted in 36 patients (77%) who also had increased levels 
of phenylacetylglutamine excretion. Resistance to the drug was 
observed in cases where phenylacetylglutamine excretion did 
not exceed normal levels. The quantitative determination of 
phenylacetylglutamine in the urine can be used as a prognostic 
test of the therapeutic efficacy of L-DOPA in patients with de- 
forming myodystonia. 18 references. (Journal abstract modified) 


004537 Mellerup, Erling T.; Dam, Henrik; Plenge, Per; Rafael- 
sen, Ole J. Psychochemistry Institute, Rigshospitalet, University 
of Copenhagen, 9 Blegdamsvej, DK-2100 Copenhagen O, Den- 
mark Lithium effects on citrate metabolism in humans and rats. 
Psychopharmacology. 73(1):75-76, 1981. 


The effects of lithium on citrate metabolism in long-term lith- 
ium treated patients and experimental animals were investigated. 
Lithium treatment of manic-depressive patients was accompa- 
nied by decreased blood citrate, whereas lithium to rats led to 
increased blood citrate levels. The implications of these findings 
for urinary calcium excretion in lithium treated humans and ani- 
mals are discussed. The low urinary calcium in lithium treated 
patients and the high urinary calcium in lithium treated rats 
may, at least partly, be explained by the low and high blood ci- 
trate levels in each species. 19 references. (Author abstract 
modified) 


004538 Meltzer, Herbert Y.; Busch, Daniel; Young, Michael; 
Tricou, Betty Jo; Nasr, Suhayl; Metz, John; Fang, Victor. Dept. 
of Psychiatry, Pritzker School of Medicine, University of Chi- 
cago, Chicago, IL 60615 Prolactin and growth hormone studies 
in schizophrenic patients and normal controls. In: Brambilla, F., 
ed., Progress in psychoneuroendocrinology. New York, Else- 
vier/North Holland, 1980. 669 p. (p. 283-294). 


Prolactin (PRL) and growth hormone (GH) levels were stud- 
ied in schizophrenic patients. Serum PRL levels were within 
normal limits in drug free chronic schizophrenic patients. Acute 
schizophrenics had slightly elevated PRL levels. The GH re- 
sponse to the dopamine agonist apomorphine was correlated 
with the duration of illness; apomorphine produced significantly 
smalle increases in GH in patients with longer duration of ill- 
ness. Chronic L-DOPA administration diminished the GH re- 
sponse to apomorphine. The evidence suggests that the reduced 
GH response in schizophrenics may be the result of prolonged 
dopaminergic stimulation. Excessive dopaminergic stimulation 
also may account for the decreased PRL response to low doses 
of chlorpromazine in female chronic schizophrenics. 38 refer- 
ences. 


004539 Merali, Z.; Lapierre, Y. D. University of Ottawa 
School of Medicine, 275 Nicholas St., Ottawa, Ontario KIN 
9A9, Canada Prolactin and neuroleptic drugs: a biochemical index 
of clinical response? International Journal of Mental Health. 9(3- 
4):140-161, 1980/1981. 


The relationship between serum prolactin levels and neurolep- 
tic drugs is discussed. Neuroleptics have an inhibitory action on 
dopaminergic neurotransmission and thus mediate the disinhibi- 
tion of prolactin secretion. Studies indicate that prolactin re- 
sponse is dose related. A clinical study is reported on the use of 
two neuroleptics, fluphenazine decanoate and pipothiazine pal- 
mitate, in 36 chronic schizophrenics. The results indicate that 
elevation of serum prolactin in response to pipothiazine was of a 
greater magnitude than that following administration of fluphen- 
azine decanoate. Females were more sensitive to the neuroleptic 


induced disinhibition of prolactin release than were their male 
counterparts. In contrast to reports on short-acting neuroleptics, 
a ceiling effect on prolactin elevation was not observed when 
therapeutically effective dosages of long-acting preparations 
were used. An overall curvilinear relationship between symp- 
toms and prolactin change was observed. The predicted nega- 
tive relationship between clinical response and prolactin clearly 
was evident mainly in females on pipothiazine palmitate. 55 ref- 
erences. (Author abstract modified) 


004540 Metz, John; Busch, Daniel A.; Meltzer, Herbert Y. 
Dept. of Psychiatry, University of Chicago, Chicago, IL 60637 
Des-tyrosine-gamma : H-reflex response similar to neur- 
oleptics. Life Sciences. 28(18):2003-2008, 1981. 


In a study of eight schizophrenic patients, des-tyrosine- 
gamma-endorphin was found to significantly reduce secondary 
facilitation of the H-reflex recovery curve. This result is similar 
to the effect found after treatment with classical 
medication. The effect is different from that produced by lith- 
ium carbonate or antidepressants. This suggests that des-tyro- 
sine-gamma-endorphin and neuroleptics have a similar pharma- 
cological action in man. 18 references. (Author abstract) 


004541 Mitkevich, S. P.; Kolyaskina, G. I. Lab. obshchey pato- 
fiziologii, Institut psikhiatrii, AMN SSSR, Moskva, USSR /The 
effect of chlorpromazine and mageptil on the proliferation of pe- 
ripheral blood lymphocytes in cultivation with phytohemagglu- 
tinin./ Vliyaniye aminazina i mazheptila na proliferatsiyu limfot- 
sitov perifericheskoy krovi v usloviyakh kul'tivirovaniya s fito- 
gemagglyutininom. Zhurnal Nevropatologii i Psikhiatrii imeni S. 
S. Korsakova. 81(2):115-117, 1981. 


The effect of chlorpromazine and mageptil on the prolifera- 
tion of peripheral blood lymphocytes in cultivation with phyto- 
hemagglutinin was studied in healthy people. Peripheral blood 
lymphocytes were incubated with phytohemagglutinin (SOmcg/ 
ml), and with chlorpromazine or mageptil in the following con- 
centrations: 0.001, 0.01, 0.1, 5, and 10mcg/ml. The following 
cultures were studied: lymphocytes with 20% autologous serum; 
lymphocytes with 20% autologous serum and phytohemagglu- 
tinin; and lymphocytes with 20% autologous serum, phytohe- 
magglutinin, and chlorpromazine or mageptil. The cultures were 
incubated for 72 hours at a temperature of 37dgrees C enti- 
grade. The rate of stimulation or inhibition of the lymphocytes 
was determined. Results show that chlorpromazine and magep- 
til, added in concentrations of Smcg/ml, 10mcg/ml, respective- 
ly, inhibit the proliferation of phytohemagglutinin stimulated 
lymphocytes. 13 reference. (Journal abstract modified) 


004542 Myllyla, V. V.; Heikkinen, E. R.; Hokkanen, E.; Va- 
paatalo, H. Dept. of Neurology, University of Oulu, SF-90220 
Oulu 22, Finland Cyclic nucleotides and the nervous system. 
Progress in Pharmacology. 3(2):67-106, 1980. 


The role of cyclic nucleotide in the nervous system is re- 
viewed. Cyclic AMP and cyclic GMP are abundant in the 
mammalian brain and appear to have opposing influences on 
cellular function in most tissues studied. Cyclic nucleotides 
serve as intracellular mediators for many extracellular sub- 
stances such as amine and polypeptide hormones that do not 
penetrate into cells. Cyclic AMP accumulation can be induced 
in animal brain by catecholamines, serotonin, histamine, anoxia, 
decapitation, electrical stimulation, trauma, and various drugs. 
Cyclic GMP appears to be associated with cholinergic, dopa- 
minergic, and GABAergic transmission. Changes in cyclic nu- 
cleotide concentrations in extracellular space (plasma, CSF, and 
urine) may reflect alterations in brain metabolism. Epileptic 
attack, rapidly progressing CNS damage, severe acute cerebro- 


increased cyclic AMP in human CSF. 86 references. 


004543 Nikandrova, L. R. Institut gigiyeny truda i profzabole- 
vaniy AMN SSSR, Moskva, USSR /A comparative evaluation of 
the usefulness of psychophysiological tests during various levels of 
activation of the central nervous system./ Sravnitel'naya otsenka 
informativnosti psikhofiziologicheskikh testov pri raznykh urov- 
nyakh aktivatsii tsentral'noy nervnoy sistemy. Gigiyena Truda i 
Professional'nyye Zabolevaniya. No. 7:29-33, 1980. 


The usefulness of psychophysiological tests at various levels 
of activation of the CNS was studied comparatively in 14 tests 
on each of 12 male scientific workers (28 to 33 years old). Dif- 
ferent levels of activation of the CNS were brought about by 
the administration of chlorpromazine in three different doses. 
Results show that a psychopharmacological model can be used 
to analyze comparatively the informative value of tests of 
mental work capability. These results indicate that, in order to 
evaluate the mental work capability of a given category of 
people, the most useful tests are tests of complex audiomotor re- 
actions and long-term memory for figures. The usefulness of 
these tests increases with the load on those higher mental func- 
tions which are connected with productive thinking, and it de- 
pends on the adequacy of the test problem in relation to the 
structure of the mental activity. 14 references. 


004544 Patterson, Terry; Venables, Peter H. Research Dept., 
Menninger Foundation, Box 829, Topeka, KS 66601 Bilateral 
skin conductance and the pupillary light-dark reflex: manipulation 
haloperidol, and placebo. Psy- 

logy. 73(1):63-69, 1981. 

The manipulation of bilateral skin conductance and the pupil- 
lary light/dark reflex by chlorpromazine, haloperidol, scopol- 
amine, and placebo was investigated. Cholinergic blocking with 

lamine produces skin conductance orientating response 


This result closely resembles that of Nielsen and Peterson 
(1976) who found a similar pattern of responding in normal Ss 
scored high on a scale of schizophrenism. These results, 
with a, for chlorpromazine and the pupillograshic ef- 
three drugs are discussed in terms of biochemical 
of schizophrenic subclassification. 20 refer- 

ified) 


004545 Paxton, James W.; Donald, Roger A. Dept. of Pharma- 
cology and Clinical Pharmacology, University of Auckland 
School of Medicine, Private Bag, Auckland, New Zealand Con- 


serum ultrafiltrate, and serum. Clinical Pharmacology and 
28(5):695-702, 1980. 


Concentrations and kinetics of carbamazepine in whole saliva, 


fluids. Although the ultrafiltrate curve was lower than the 
mean salivary curve, the area under the curve, volume of distri- 
bution, and total body clearance calculated from whole saliva 
and ultrafiltrate data were not different. The mean CBZ concen- 
tration ratios of whole saliva/total serum and ultrafiltrate/total 
serum of the individual Ss ranged from 19.6% to 34.7% and 
from 19.0% to 28.8%. Linear correlations were found between 
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salivary CBZ concentrations and serum and ultrafiltrate concen- 
trations. Whole salivary and uncontaminated parotid salivary 
CBZ concentrations were not different and were independent of 
volume of fluid produced, pH of saliva, and degree of stimula- 
tion. Results indicate that whole saliva may be a suitable 
medium for monitoring free concentrations of CBZ and may 
provide a noninvasive alternative to blood. 12 references. 
(Author abstract modified) 


004546 Stanislaw; Bidzinski, Andrzej; Zaluska, 
Maria. Instytut Psychoneurologiczny, Al. Sobieskiego 1/9, 02- 
957 Warszawa, Poland /The activity of erythrocyte catechol-o- 
methyltransferase in endogenous depressive syndromes./ Aktyw- 
nosc katechol-o-metylotransferazy erytrocytow w endogennych 
zespolach depresyjnych. Psychiatria Polska. 14(6):569-573, 1980. 


The activity of catechol-o-methyltransferase (COMT) was ex- 
amined in the erythrocytes of 31 normal individuals (16 men, 15 
women) and 24 patients with endogenous depressive syndrome 
(7 men, 17 women). It was found that the activity of the 
enzyme was statistically significantly increased in women with 
endogenous depressive syndromes in comparison with normal 
women. No correlation was found between the activity of the 
enzyme and the intensity of axial depressive symptoms, nor did 
pharmacotherapy with amitriptyline or mianserin exert any sig- 
nificant influence on the activity of COMT. 15 references. 
(Journal abstract modified) 


004547 Puzynski, Stanislaw; Hauptmann, Miroslawa; Zaluska, 
Maria. Instytut Psychoneurologiczny, Al. Sobieskiego 1/9, 02- 
957 Warszawa, Poland /The activity of blood platelet monoamine 
oxidase in endogenous depression./ Aktywnosc MAO w plyt- 
kach osob z endogennym zespolem depresyjnym. Psychiatria 
Polska. 14(6):575-580, 1980. 


The activity of blood platelet monoamine oxidase (MAO) was 
examined in 31 normal subjects (15 men, 16 women) and in 24 
patients with endogenous depression (7 men, 17 women). The 
activity of the enzyme showed a statistically significant higher 
level in healthy women than in healthy men, and was signifi- 
cantly lower in an undifferentiated group of women with en- 
dogenous depression, particularly in women with bipolar affec- 
tive illness. It was found that there was a correlation between 
the activity of the enzyme and the measure of disturbances in 
biological rhythms (r=0.533). An increase in monoamine oxi- 
dase activity was observed after a week of treatment with uni- 
form dosages of amitriptyline or mianserin. In addition, during 
the clinical stage of improvement or remission of depressive 
symptoms, the activity of monoamine oxidase showed a statisti- 
cally insignificant increase in comparison with the pretreatment 
activity of the enzyme. 22 references. (Journal abstract modi- 
fied) 


004548 Puzynski, Stanislaw; Rode, Anna; Zaluska, Maria. In- 
stytut Psychoneurologiczny, Al. Sobieskiego 1/9, 02-957 
Warszawa, Poland /The activity of dopamine beta-hydroxylase in 
the plasma of patients with endogenous depressive syndromes./ 
Aktywnosc beta-hydroksylazy dopaminy w osoczu chorych z 
endogennymi zespolami depresyjnymi. Psychiatria Polska. 
14(6):581-586, 1980. 


A group of 26 patients with endogenous depressive syn- 
dromes (18 women and 8 men) ranging in age from 27 to 63 
years were examined. Dopamine beta-hydroxylase (DBH) was 
measured before the beginning of treatment, during treatment 
with amitriptyline or mianserin, and in the period of improve- 
ment or total remission. A control group consisted of 30 healthy 
individuals ranging in age from 23 to 65 years (15 women and 
15 men). The sex factor was found not to influence DBH activi- 
ty either in the control group or in the group of patients with 
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vascular disorders, and tramatic brain injury are associated with 

(SCOR) nonresponding in normal Ss. This may be one of a 

number of causes for nonresponding in schizophrenic Ss. Block- : 

ade of dopamine with haloperidol produces an increase in am- 

plitude and shortening of recovery time in the SCOR of normal : 

centrations and kinetics of carbamazepine in whole saliva, parotid a 
7 in six healthy Ss. Ss received a 400mg oral dose of carbamaze- 

pine (CBZ). CBZ concentrations were determined by enzyme 

immunogssay in whole saliva, serum, and serum ultrafiltrate 

over 82 hours. After 30 hours, the log concentration time plots 

declined linearly with similar elimination half-lifes in all three 

674 
\ 


VOLUME 19, NO. 4 


endogenous depression. Neither were there any statistically sig- 
nificant differences in the mean level of the enzyme between the 
group of healthy individuals and the group of patients with en- 
dogenous depression, nor between the nosologically differentiat- 
ed subgroups of depressive patients. The antidepressant drugs 
used in therapy (amitriptyline and mianserin) had no significant 
influence on the initial DBH activity in the group of patients 
with endogenous depressive syndromes. 14 references. (Journal 
abstract modified) 


004549 Rey, Alix C.; Buchsbaum, Monte S.; Post, Robert M. 
Section on Psychopharmacology, Maryland Psychiatric Re- 
search Center, Baltimore, MD Apomorphine, haloperidol and the 
average evoked potentials in normal human volunteers. Communi- 
cations in Psychopharmacology. 4(4):327-334, 1980. 


Somatosensory and visual evoked potentials were recorded in 
15 normal volunteers given single doses of either apomorphine, 
haloperidol, or saline placebo on three separate days. Apomor- 
phine and haloperidol reduced evoked potential amplitude for 
both somatosensory and visual systems. The evoked potential la- 
tency in the somatosensory system was significantly shortened 
by apomorphine and lengthened by haloperidol; similar trends 
were seen for visual evoked potentials. These results with dopa- 
mine agonists and antagonists suggest the sensitivity of evoked 
potentials either for the assessment of dopamine mechanisms or 
for some secondary effect of these drugs, such as one on the en- 
dorphin system. 26 references. (Author abstract modified) 


004550 Rudorfer, Matthew V.; Young, Robert C. Young: New 
York Hospital/Cornell Medical Center, Westchester Division, 
21 Bloomingdale Road, White Plains, NY 10605 Anticholinergic 
effects and plasma desipramine levels. Clinical Pharmacology and 
Therapeutics. 28(5):703-706, 1980. 


Anticholinergic effects of the tricyclic antidepressant desipra- 
mine were studied in 12 outpatients. Salivation and pulse rate 
and subjective ratings of mouth dryness and palpitations were 
assessed before and during treatment with desipramine at a final 
daily dosage of 150mg. There were significant changes after 3 
weeks of treatment in all parameters except ratings of palpita- 
tion. Ss with moderate or high plasma desipramine levels had 
more suppression of salivation than those with low levels. 
Changes in salivation and pulse did not correlate, nor did they 
correlate with subjective reports. 15 references. (Author ab- 
stract modified) 


004551 Sasahara, Kunihiro; Nitanai, Takashi; Habara, Taeko; 
Morioka, Tadashi; Nakajima, Eiichi. Product Development Lab- 
oratories, Sankyo Company Ltd., 1-2-58, Hiromachi, Shinagawa, 
Tokyo, Japan Dosage form design for improvement of bioavailabi- 
lity of levodopa III: influence of dose on pharmacokinetic behav- 
jor of levodopa in dogs and parkinsonian patients. Journal of 
Pharmaceutical Sciences. 69(12):1374-1379, 1980. 


The relationship between dose of levodopa and its pharmaco- 
kinetic behavior after i.v. and oral administration was investigat- 
ed in dogs and in patients with Parkinson’s disease. Six beagle 
dogs were given single i.v. doses of 2.4, 4.8, and 9.6mg/kg levo- 
dopa and single oral doses of 4.8, 9.6, and 19.2mg/kg in a cross- 
over design. Three parkinsonian patients were given single oral 
doses of about 3.8, 7.7, and 15.4mg/kg levodopa. Plasma sam- 
ples were analyzed for intact levodopa and total dopamine. The 
relationship between the area under the plasma concentration/ 
time curve (AUC) of levodopa and the i.v. dose was linear in 
dogs. However, in both dogs and humans Ss, the relationship 
after oral doses was nonlinear, with the relative AUC increasing 
with increasing dose. 14 references. (Author abstract modified) 


004552 Sellers, E. M.; Naranjo, C. A.; Giles, H. G.; Frecker, 
R. C.; Beeching, M. Addiction Research Foundation, 33 Russell 


St., Toronto, Ontario, MSS 2A1, Canada Intravenous diazepam 
and oral ethanol interaction. Clinical Pharmacology and Thera- 
peutics. 28(5):638-645, 1980. 


The mechanism of the interaction between ethanol and diaze- 
pam was investigated among six healthy male volunteer Ss. Ss 
were randomly assigned to each of two treatments: 1) diazepam 
(10mg i.v. over 20 minutes) preceded by 60 minutes with eth- 
anol 0.7g/kg (diluted to 20%v/v) orally over 15 minutes and 
followed for 8 hours by ethanol 0.15g/kg to maintain the blood 
alcohol concentrations between 800 and 1,000mg/1; and 2) dia- 
zepam 10mg i.v. over 20 minutes. The area under the curve 
(AUC) for total diazepam increased in all Ss after ethanol. Since 
AUC of free diazepam also rose in all Ss and AUC of the meta- 
bolite N-desmethyldiazepam fell, there had been inhibition of 
hepatic intrinsic clearance of free drug. The susceptibility of in- 
dividuals to inhibition of N-desmethylation by ethanol is qualita- 
tively determined by total drug concentrations. Estimation of 
free diazepam concentration coupled with measurement of meta- 
bolite affords a qualitative and quantitative evaluation of the 
mechanisms of this interaction. 20 references. (Author abstract 
modified) 


004553 Sicuteri, F.; Anselmi, B.; Del Bianco, P. L. Dept. of 
Clinical Pharmacology, University of Florence, I-50134 Flor- 
ence, Italy Dopamine and 5-HT supersensitivity in nonorganic 
central pain and in morphine abstinence: fortuitous or real anal- 
ogy? Advances in Biochemical Psychopharmacology. 22:523- 
533, 1980. 


The roles of dopamine (DA) and serotonin (5-hydroxytrypta- 
mine, 5-HT) in nonorganic central pain and in morphine absti- 
nence were investigated. An impressive supersensitivity (up to 
1000fold) to DA and 5-HT of the smooth muscle (hand dorsal 
vein) was detected both in central panalgesia sufferers and in 
addicts during spontaneous or pharmacological abstinence. A 5- 
HT and dopamine supersensitivity of lesser intensity (10fold to 
30fold) was found during migraine attacks. On these occasions, 
morphine-like factors in cerebrospinal fluid appear reduced or 
undetectable, reinforcing the chemical analogy between mor- 
phine abstinence and migraine attacks. Evidence of opiate recep- 
tors in the human vein is discussed; 5-HT venospasms, inhibited 
by morphine, promptly emerged when naloxone was inoculated 
locally. 24 references. 


004554 Simpson, Michael; Parrott, Eugene L. Parrott: Division 
of Pharmaceutics, College of Pharmacy, University of Iowa, 
Iowa City, IA 52242 Oral and rectal absorption of chloral hy- 
drate and its betaine complex. Journal of Pharmaceutical Sci- 
ences. 69(2):227-228, 1980. 


Chloral hydrate and its betaine complex were administered 
orally and rectally to healthy male Ss, and urinary excretion of 
its metabolite trichloroacetic acid was determined. No signifi- 
cant difference was found between absorption of chloral hydrate 
and its betaine complex. For both chloral hydrate and its be- 
taine complex, absorption was greater after oral administration 
than after rectal administration. 14 references. (Author abstract 
modified) 


004555 Smith, M. T.; Eadie, M. J.; Brophy, T. O’Rourke. 
Dept. of Medicine, University of Queensland, Royal Brisbane 
Hospital, Brisbane, Australia The pharmacokinetics of midazolam 
in man, European Journal of Clinical Pharmacology. 19(4):271- 
278, 1981. 


The pharmacokinetics of midazolam, a new water soluble 
benzodiazepine, were studied among six volunteers who were 
administered midazolam Smg iv, 10mg oral solution, or 10mg 
oral tablet. Midazolam plasma concentrations were measured 
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using an electron capture gas liquied chromatographic assay. 
After Smg intravenous midazolam, Ss fell asleep within 1 to 2 
minutes and continued to sleep for an average of 1.33 hours. 
After oral midazolam intake (solution or tablets), drowsiness ap- 
peared after an average of 0.38 hours and sleep continued for an 
average of 1.17 hours. The time to reach peak plasma midazo- 
lam concentrations did not differ for the two oral forms. The 
first pass effect, F, determined experimentally, indicated the sub- 
stantial first pass metabolism of midazolam. The percentage of 
the midazolam dose excreted unchanged in urine in four Ss 
during the 0 to 8 hour urine collection interval was very small. 
5 references. (Author abstract modified) 


004556 Snyder, Scott; Karacan, Ismet; Salis, Patricia J. Ports- 
mouth Psychiatric Center, Portsmouth, VA Disulfiram and noc- 
turnal penile tumescence in the chronic alcoholic. Biological Psy- 
chiatry. 16(4):399-406, 1981. 


Placebo or disulfiram was administered to 30 male, sober al- 
coholic inpatients in a random double-blind design in order to 
evaluate the effects of disulfiram on nocturnal penile tumes- 
cence. The amount and frequency of full erections were de- 
creased in the cohort receiving disulfiram. Implications of these 
results for the role of norepinephrine in penile tumescence are 
discussed. 25 references. (Author abstract) 


004557 R.; Green, J.; Haycook, W.; Kilgore, M. 

Green: 2550 Park St., Jacksonville, FL 32204 Electroencephalo- 

graphic change in parkinsonian patients treated with 

bidopa. Clinical Electroencephalography. — 1979. 
EEG changes were studied in 21 parkinsonian patients treated 

initially with levodopa alone and then ned 8 to levodopa/ 

carbidopa combination therapy. No significant improvement 


was observed during the combination therapy. A slight increase 


in basic background frequencies was associated with the combi- 
nation therapy, but the change was not significant. 23 refer- 
ences. 


004558 Warren, James W., Jr.; Benmaman, Joseph D.; Wanna- 
maker, Braxton B.; Levy, Rene H. College of Pharmacy, Medi- 
cal University of South Carolina, 171 Ashley Avenue, Charles- 
ton, SC 29403 Kinetics of a carbamazepine-ethosuximide interac- 
tion. Clinical Pharmacology and Therapeutics. 28(5):646-651, 
1980. 

The kinetics of a carbamazepine/ethosuximide interaction 
were investigated. Six normal Ss took one 250mg ethosuximide 
capsule twice each day for 55 consecutive doses (study days 1 
to 28) and one 200mg carbamazepine tablet each evening from 
study days 11 to 27. Plasma samples were collected on study 
days 10, 17, 21, and 28. Mean steady-state concentrations of eth- 
osuximide declined by 17% from a preinduction (study day 10) 
level of 32.2mcg/ml to a postinduction level of 26.8mcg/ml on 
study day 28. Ethosuximide clearance increased between study 
days 10 and 28 from 0.664 l/hour to 0.800 I/hour. The time 
course of induction was analyzed using a kinetic induction 
theory. Ethosuximide half-life was lowered from 53.7 hours 
(before induction) to 44.6 hours (after induction); the difference 
between some Ss was large. These data indicate that ethosuxi- 
mide disposition is altered by carbamazepine. 18 references. 
(Author abstract modified) 


004559 Wode-Helgodt, Birgitta; Alfredsson, Gunnel. Dept. of 
Psychiatry, St. Goran’s Hospital, $112 81 Stockholm, Sweden 
Concentrations of chlorpromazine and two of its active metabo- 
lites in plasma and cerebrospinal fluid of psychotic patients treat- 

fixed drug doses, Psychopharmacology. 73(1):55-62, 


Psychopharmacology Abstracts 


Concentrations of and two of its active meta- 
bolites in plasma and cerebrospinal fluid (CSF) of schizophrenic 
patients treated with fixed drug doses were investigated. There 
was a significant correlation between the area under curve 
(AUC) for chlorpromazine (CPZ) in serum during 24 hour 
treatment and serum concentration at different fixed times of the 
day. The half-life for CPZ was found to be 8 to 33 hours. 7- 
OH-CPZ and norl-CPZ disappeared at about the same rate as 
the parent compound. The concentration of both metabolites 
was less than 10 ng/ml after 36 hours. The levels of CPZ and 
metabolites presented a weak positive correlation to daily dose 
but not to dose calculated by mg/kg bodyweight. Older patients 
tend to have higher CPZ and metabolite levels. The dose effects 
are very similar in plasma and CSF and there is a significant 
correlation between CPZ levels in serum and CSF. CSF/plasma 
ratio for CPZ seems to be an individual factor possibly related 
to variations in protein binding in plasma and CSF. 28 refer- 
ences. (Author abstract modified) 
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004560 Backwell, Barry; Peterson, George R.; Kuzma, Ronald 
J.; Hostetler, Russell M.; Adolphe, Allen B. Wright State Uni- 
versity School of Medicine, Dayton, OH 45431 The effect of 
five tricyclic antidepressants on salivary flow and mood in healthy 
volunteers. Communications in Psychopharmacology. 4(4):255- 
261, 1980. 


A double-blind, randomized, Latin-square design was used to 
study the effects of five tricyclic antidepressants on salivary 
flow and mood in 12 normal volunteers. Differences from base- 
line were measured 5 hours after administration of placebo or 
100mg of drugs. Salivary flow was determined by change in 
weight of dental swabs placed in the mouth, and change in 
mood was determined by the Clyde Mood Scale. Analysis of 
variance revealed significant treatment effects for salivary flow 
and all six Clyde Mood factors. Amitriptyline produced most 
change in salivation and all Clyde Mood factors, followed by 
doxepine (salivation and four out of six clyde mood factors). 
Desipramine produced least change in salivation and all except 
one Clyde Mood factor. Imipramine and nortriptyline were in- 
termediate and interchangeable in their effects. These results are 
consistent with those in a number of other studies in animals on 
a variety of central and peripheral tissues which show the 
widest separation in activity between amitriptyline and desipra- 
mine. The findings are discussed in relationship to structure/ac- 
tivity relationships, mechanism of action, and adverse effects of 
the tricyclic antidepressant drugs. 13 references. (Author ab- 
stract modified) 


004561 Delwaide, P. J.; Devoitille, J. M.; Ylieff, M. Hopital de 
Baviere, University of Liege, Boulevard de la Constitution 66, 
B-4020 Liege, Belgium Acute effect of drugs upon memory of pa- 
tients with senile dementia. Acta Psychiatrica Belgica. 80(5):748- 
754, 1980. 


The effects of physostigmine, scopolamine, lysin-vasopressin, 
and piracetam on memory performance were investigated in 
senile demented patients. Subjects’ memory performance was as- 
sessed using the Rey Auditory Verbal Learning Test. A de- 
crease in memory performance was found with scopolamine 
which is attributed to a specific effect upon the cholinergic 
system involved in the memorization process. Piracetam im- 
proved memory in the Rey test, but the effect was transient and 
was followed by a reversed effect after 48 hours. Lysin-va- 
sopressin significantly facilitated memorization. Results show no 
effect of physostigmine on memory performance. 14 references. 
(Author abstract modified) 
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004562 Denijs, E. L. Brink 4, NL-2211 BK Noordwijkerhout, 
The Netherlands Clinical evaluation of bromperidol versus halo- 
peridol in psychotic patients. International Pharmacopsychiatry. 
15(5):309-317, 1980. 


The activity of bromperidol was compared to that of haloper- 
idol, as an initial treatment on admission of psychotic patients. 
In general, patients reacted equally to both drugs, showing a 
marked improvement in most of the scored psychiatric elements. 
After 2 weeks, an improvement in the energy score was noticed 
for bromperidol, but not for haloperidol, which emphasizes the 
disinhibiting effect of bromperidol. Most frequent side-efects 
were tremor, parkinsonism, and acathisia. In view of the impor- 
tance of more stimulating drugs favoring social reintegration of 
some chronic psychotics, it is suggested that long-term follow- 
up studies with oral bromperidol are indicated. 13 references. 
(Author abstract modified) 


004563 Frowein, H. W. Centrale Directie der PTT, Afd. 
CASWO 1, Postbus 30000, NL-2500 GA Den Haag, The Neth- 
erlands Selective effects of barbiturate and amphetamine on infor- 
mation processing and response execution. Acta Psychologica. 
47(2):105-115, 1981. 


A group of 12 Ss carried out a choice reaction task with reac- 
tion time (RT) and movement time (MT) as response measures. 
Independent variables were drug treatment (amphetamine, bar- 
biturate, placebo), visual stimulus degradation and S-R compati- 
bility. Visual stimulus degradation and S-R_ compatibility 
showed additive effect on the RT but did not affect the MT. 
This confirms that stimulus encoding, response selection, and re- 
sponse execution represent independent processing stages. The 
two drugs had selective effects on the RT and the MT. Barbitu- 
rate had no effect on the MT but lengthened the RT, and this 
effect was additive with the effects of S-R compatibility but 
showed an interaction with the effects of stimulus degradation. 
Amphetamine shorted the MT, but had no significant main 
effect on the RT although interaction with the effect of S-R 
compatibility was significant. These results suggest that barbitu- 
rate affects stimulus encoding, whereas amphetamine affects re- 
sponse related processes. 27 references. (Author abstract modi- 
fied) 


004564 Gath, Isak; Bar-On, E.; Rogowski, Z.; Bental, E. Tech- 
nicon-Israel Institute of Technology, Julius Silver Institute of 
Bio-Medical Engineering Sciences, Technicon City, Haifa 
32,000, Israel Computerized analysis of sleep recordings applied 
to drug evaluation: midazolam in normal subjects. Clinical Phar- 
macology and Therapeutics. 2994):533-541, 1981. 


Computer analysis of polygraphic sleep recordings was used 
to evaluate the effects of midazolam, a benzodiazepine hypnotic. 
Results revealed a slight intranight REM rebound during medi- 
cation and a reduction of stage-4 sleep after withdrawal. The 
relative power of the delta frequency band did not alter during 
medication or withdrawal. 27 references. (Author abstract modi- 
fied) 


004565 Gershon, E. S.; Nurnberger, J. I.; Jimerson, D. C. Sec- 
tion on Psychogenetics, Biological Psychiatry Branch, NIMH, 
Bldg. 10, Rm. 3N218, 9000 Rockville Pike, Bethesda, MD 20205 
Sex, plasma prolactin and plasma 3-methoxy-4-hydroxyphenylgly- 
col (MHPG) predict heritable d-amphetamine excitation in man. 
(Unpublished paper). Bethesda, MD, NIMH, 1980. 9 p. 


Behavioral responses to 0.3mg/kg i.v. d-amphetamine were 
studied in 13 monozygotic twin pairs using a double-blind ran- 
domized crossover design of active drug and placebo injections. 
Two independent behavioral responses, termed excitation and 
elation, were concordant in twin pairs and were reproducible 
within individuals. Elation was correlated with plasma amphet- 
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amine levels, but excitation was not. Higher excitation was pre- 
dicted by male sex, lower predrug plasma prolactin, and higher 
predrug total plasma MHPG. Growth hormone response after 
amphetamine was greater in persons with higher excitation 
scores. All of the biological measures, but predrug prolactin 
were concordant in twin pairs. These data may imply higher ac- 
tivity of norepinephrine and dopamine in persons with high ex- 
citation response. Neurochemical differences between the 
were implied also. 29 references (Author abstract) 


004566 Griffiths, Roland R.; Bigelow, George E.; Liebson, Ira; 
Kaliszak, Julia E. Psychiatry, 623 Traylor, Johns Hopkins Uni- 
versity School of Medicine, Baltimore, MD 21205 Drug prefer- 
ence in humans: double-blind choice comparison of pentobarbital, 
diazepam and placebo. Journal of Pharmacology and Experimen- 
tal Therapeutics. 215(3):649-661, 1980. 


In a residential hospital research ward, the effects of and pref- 
erence for placebo and various oral doses of pentobarbital and 
diazepam were studied in volunteer human Ss with documented 
histories of sedative abuse. Drug free days alternated with drug 
administration days throughout the study. In Experiment 1, pen- 
tobarbital produced dose -clated increases in S rated and ob- 
server rated drug effects, and Ss generally chose higher pento- 
barbital doses over lower doses. Diazepam produced only 
modest elevations in drug effect ratings, and Ss did not consist- 
ently choose higher doses over lower doses. 400mg of pentobar- 
bital and 200mg of diazepam produced Ss drug effect ratings 
and observer drug effect ratings of similar magnitude while pla- 
cebo produced negligible effects. All Ss chose pentobarbital 
over placebo and diazepam over placebo on all occasions. All 
Ss chose pentobarbital over diazepam on the majority of choice 
trials. 42 references. (Author abstract modified) 


004567 Itil, Turan M.; Bozak, M.; Polvan, N.; Soldatos, C.; 
Shapiro, D. M.; Krynicki, V.; Morgan, V. Dept. of Psychiatry, 
New York Medical College, 150 White Plains Road, Tarry- 
town, NY Effects of supidimide (CG-3033) on objective and sub- 
jective sleep parameters (a sleep laboratory study). Current 
Therapeutic Research. 27(3):442-457, 1980. 


The hypnotic effects of three dosage levels of supidimide 
(CG-3033), a compound related to thalidomide, were assessed in 
10 insomniac adults in a double-blind sleep laboratory study. 
Placebo and flurazepam were control drugs. Active drugs did 
not statistically change the sleep stages, but they increased 
REM latency in comparison to placebo. Flurazepam and 200mg 
supidimide improved the quality of sleep as determined by sub- 
jective ratings. Computer analyzed EEG indicated that the 
mode of action supidimide is different from that of flurazepam. 
It is concluded that supidimide may have a potential value as a 
hypnotic which produces a sleep without any significant change 
in the structure of the all night sleep process as determined by 
EEG and REM measurements. In the dosages investigated in 
this study (up to 200mg), the sleep producing effects of supidi- 
mide were not associated with having hangover effects or 
ataxia. 33 references. (Author abstract) 


004568 Johnson, Laverne C.; Spinweber, Cheryl L. Naval 
Health Research Center, San Diego, CA Effects of a short- 
acting benzodiazepine on brain electrical activity during sleep. 
Springfield, VA, NTIS, AD-A101 786/2, 1980. 17 p. 


The effects of the short-acting benzodiazepine, triazolam, on 
EEG activity during sleep was assessed in poor sleepers. 
Twenty male Ss, mean age 21 plus or minus 2.37 years, partici- 
pated in a screening night which preceded three placebo nights, 
six treatment nights, and two placebo withdrawal nights. 
During a double-blind treatment condition, 10 Ss received tria- 
zolam (0.5mg) and 10 Ss received placebo. In addition to rate/ 
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min spindle count and number of delta half-waves/min, the au- 
ditory evoked response (AEP) was obtained on the last placebo 
baseline and on drug night 5. Ss receiving triazolam showed a 
significant increase in sleep spindles and a significant decrease in 
delta count during drug administration. Both values returned to 
baseline on the first withdrawal night. The AEP peak to trough 
amplitude was also significantly reduced during sleep by triazo- 
lam, but, as the time since drug ingestion increased, the ampli- 
tude of the AEP also increased. There was no difference in 
AEP amplitude between the two groups 5 hours postdrug inges- 
tion. (Journal abstract modified) 


004569 Lavie, P.; Wajsbort, J.; Youdim, M. B. H. Faculty of 
Medicine, Technion-Israel Institute of Technology, Haifa, Israel 
Depreny! does not cause insomnia in parkinsonian Com- 
munications in Psychopharmacology. 4(4):303-307, 1980. 


The effects of deprenyl treatment on electrophysiological 
sleep parameters in parkinsonian patients were investigated. De- 
ppl (10mg daily) was given to 10 parkinsonian patients treat- 

with L-dopa. Whole night EEG, electrooculographic, and 
MG recordings of each patient were analyzed to evaluate 
sleep structure before treatment and 14 days after treatment had 
begun. Deprenyl significantly shortened sleep latency without 
affecting any of the other sleep parameters. Since depreny]l in- 
hibits platelet monoamine oxidase (MAO) activity by almost 
100% in all patients, it can be concluded that suppression of 
MAO type-B activity does not adversely affect sleep structure. 
16 references. (Author abstract modified) 


004570 Loftus, Elisabeth F. no address /Memory: the effects of 
alcohol and of marihuana./ Memoire: les effets de |’alcool et de 
la marijuana. Psychologie. No. 124:26-32, 1980. 


Studies on the effects of marihuana and alcohol on short-term 
and long-term memory are reviewed. Studies on memory focus 
on three factors: short-term ; the ability to transfer in- 
formation from short-term to long-term memory; and the ability 
to retrieve information from the long-term memory bank. Ex- 
periments by Ben Jones show that alcohol has no effect on 
short-term memory, but does affect the transfer of information 
into the long-term memory bank. An experiment by Birnbaum 
and Parker shows no significant effect of alcohol on long-term 
memory. Experiments concerning alcoholic blackout show that 
the transfer from short-term to long-term memory is severely af- 
fected. Studies on the effects of marihuana on memory have 
shown that it affects both short-term memory, and the transfer 
from short-term to long-term memory. 


004571 Mamelak, Mortimer; Webster, Peter. Sunnybrook Medi- 
cal Centre, University of Toronto Clinic, 2075 Bayview Ave., 
peep Papen Canada Treatment of narcolepsy and sleep 

with gammahydroxybutyrate: a clinical and polysomnogra- 
Sleep. 4(1):105-111, 1981. 

The use of gammahydroxybutyrate (GHB) for narcolepsy as- 
sociated with central sleep apnea in a 53-year-old patient is dis- 
cussed. The treatment relieved the major symptoms of narco- 
lepsy and significantly decreased the number of apneic periods. 
GHB did not cause the prolonged and potentially fatal apneic 
periods associated with the use of other hypnotic agents. If 
GHB acts by promoting the integration of sleep then its stabiliz- 
ing effect on respiration becomes understandable. Findings indi- 
cate that GHB can be used to advantage in the management of 
patients with narcolepsy/cataplexy and central type sleep 
apneas. 14 references. (Author abstract modified) 


004572 Man’kovskiy, N. B.; Weinstock, A. B.; Malinovskaya, 
N. B. Otdeleniye vozrastnoy fiziologii i patologii nervnoy sis- 
temy, Institut gerontologii AMN SSSR, Kiev, USSR /Prospects 
for the treatment of postencephalitic parkinsonism with antilym- 


Psychopharmacology Abstracts 


phocytic immunoglobulin./ Perspektivy lecheniya postentsefaliti- 
cheskogo parkinsonizma antilimfotsitarnym immunoglobulinom. 
Zhurnal Nevropatologii i Psikhiatrii imeni S. S. Korsakova. 
80(2):175-180, 1980. 


The treatment of postencephalitic parkinsonism with antilym- 
phocytic immunoglobulin (ALG) was studied in 25 patients (35 
to 60 years old) and in a control group. Before treatment with 
ALG the Ss showed signs of the progression of extrapyramidal 
pathology. Previous treatment had been inadequate. Results 
show that the autoimmune mechanism plays an important role 
in the pathogenesis of postencephalitic parkinsonism. The use of 
ALG has a positive effect on the basic symptoms of the disease 
(impaired movement, trembling, and autonomic disturbances). 
Results also show that in some cases the use of ALG makes it 
possible to cease or significantly reduce doses of antiparkinson- 
ism medications. 12 references. 


004573 Maoz, B.; Durst, N. Psychiatry Dept., Soroka Medical 
Center, Beer Sheba, Israel The effects of oestrogen therapy on 
the sex life of post-menopausal women. Maturitas. 2:327-336, 
1980. 


The literature concerning sexual behavior around the time of 
menopause is reviewed, with emphasis on the effects of estrogen 
therapy on the sex lives of post menopausal women. A decline 
in sexual activity and satisfaction in women which is attributed 
to physiological changes is described. Data were obtained from 
40 women who were treated with estrogens for 1 year. The 
effect of this treatment on sexual activity and satisfaction was 
compared to that of a group who had undergone partial estro- 
gen treatment only. The results show that the former group ex- 
perienced a reduction in symptoms such as hot flushes and de- 
pression, and the pain in sexual intercourse was removed. As a 
consequence of this improvement, coital activity and satisfaction 
were more gratifying in this group. The partially treated Ss in 
the second group showed a clear decline in sexual activity and 
satisfaction. 11 references. (Author abstract modified) 


004574 Nicholson, A. N.; Stone, Barbara M. Royal Air Force 
Institute of Aviation Medicine, Farnborough, Hampshire, Eng- 
land A synthetic ACTH4-9 analogue (Organon 2766) and sleep in 
healthy man, Neuropharmacology. 19(12):1245-1246, 1980. 


The effects of a synthetic ACTH4-9 analogue (Organon 2766) 
on sleep parameters were investigated in young adult males. 
Each of six Ss ingested 40mg, 80mg, and 120mg Organon 2766, 
300mg caffeine, and matching placebos with water 20 minutes 
before retiring. Seven days separated each assessment, and the 
study was double-blind with treatments presented in random 
order. Organon 2766 in doses up to 120mg had no effect on the 
sleep process as indicated by conventional EEG techniques, al- 
though within this dose range (40mg) it has been reported to 
improve vigilance of Ss in a reaction time task. 9 references 


004575 no author. Office on Smoking and Health, Public 
Health Service, U.S. Dept. of Health and Human Services, 
Rockville, MD 20857 /The role of nicotine in the behavioral as- 
pects of cigarette smoking./ Behavioral aspects. In: Surgeon 
Gen., The changing cigarette: health conseq. of smoking. Wash- 
ington, GPO, DHHS Publication No. (PHS)81-50156, 1981. (p. 
175-192). 


It is recommended that research on lower tar and nicotine 
cigarettes should take the following steps in the future: 1) addi- 
tional laboratory studies should be performed under controlled 
experimental conditions; 2) additional research should be con- 
ducted on compensatory smoking; and 3) both the biological 
and psychological factors involved in smoking should be investi- 
gated. Facilities and research cigarettes, which are needed to 
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determine the behavioral aspects of smoking, are described. Re- 
search is reviewed which shows that: 1) nicotine appears to be 
the primary pharmacological reinforcer in tobacco, but other 
pharmacological and psychosocial factors also may contribute a 
reinforcing effect; 2) it appears that some smokers make com- 
pensatory adjustments in their smoking behavior with cigarettes 
of different yields that might increase the amounts of harmful 
substances entering the body; 3) additional information is needed 
on the role of lower tar and nicotine cigarettes in the initiation, 
maintenance, and cessation of smoking; and 4) the development 
of improved laboratory facilities is necessary for more tightly 
controlled behavioral research and smoking machine meas- 
urements that more closely simulate the practices of human 
smokers. 82 references. 


004576 Nyhan, William L.; Johnson, Harold G.; Kaufman, 
Irving A.; Jones, Kenneth Lyons. Dept. of Pediatrics, Universi- 
ty of California at San Diego, La Jolla, CA 92093 Serotonergic 
approaches to the modification of behavior in the Lesch-Nyhan 
syndrome. Applied Research in Mental Retardation. 1(1/2):25- 
40, 1980. 


In a series of nine male patients with the Lesch-Nyhan syn- 
drome, a pharmacologic attempt was made to alter the balance 
of biogenic amines in the central nervous system by increasing 
the level of serotonin. Patients were treated with 5-hydroxy- 
tryptophan in combination with a peripheral decarboxylase in- 
hibitor carbidopa and with imipramine. Most patients had a 
striking alteration in self-mutilative behavior. However, within 1 
to 3 months, each became tolerant and this pharmacologic effect 
could not be produced again even a year later. These observa- 
tions suggest that the characteristic behavior of the patient with 
the Lesch-Nyhan syndrome is related to neurotransmitter bal- 
ance, and that there may be ways to modify it. 19 references. 
(Author abstract) 


004577 Rosen, Alexander J.; Mueser, Kim T.; Sussman, Steve; 
Davis, John M. Psychology Department, University of Illinois 
at Chicago Circle, Chicago, IL 60680 The effects of neuroleptic 
drugs on the social interactions of hospitalized psychotic patients. 
Journal of Nervous and Mental Disease. 169(4):240-243, 1981. 


The frequency of social interactions emitted by two groups of 
hospitalized psychotic patients was studied with a time sampling 
procedure during lunch periods in the ward dayroom. One 
group was treated with neuroleptic medication upon admission 
to the ward, and the other group was medicated after a 2-week 
to 3-week washout period. The data suggest that the principle 
effect of the medication is to produce a transient depression in 
social interaction frequency which returns to baseline with con- 
tinued drug treatment. The results are supportive of previous re- 
search which indicated that the major impact of pharmacother- 
apy is on activity rather than social behaviors, and highlights 
the utility of including baseline measures to ensure adequate 
drug vs. control comparisons. 16 references. (Author abstract) 


004578 Rosenzweig, M. R.; Bennett, E. L.; Flood, J. F. Law- 
rence Berkeley Laboratory, University of California, Berkeley, 
CA 94720 Pharmacological modulation of formation of long-term 
memory. Springfield, VA, NTIS, LBL-11558, 1980. 12 p. 


Biochemical processes that can modulate the formation of 
long-term memory, including the synthesis of proteins, are con- 
sidered. Schemes of memory formation involving several stages 
have been proposed and specific mechanisms have been hypoth- 
esized to account for these stages. Evidence supporting the ex- 
istence of such stages has been found. The hypothesis that pro- 
tein synthesis is required for formation of memory has stimulat- 
ed much research and several recent reviews. But many treat- 
ments and agents that have been found to affect the formation 
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of memory cannot be incorporated directly into this sequence of 
presumed basic processes. While this and other reasons have led 
some investigators to question or even abandon the hypoth- 
esized basic sequence, other investigators have taken up the con- 
cept that modulatory as well as basic processes exist. That is, 
the processes required for formation and expression of memory 
take place within a complex bodily environment where other 
systems or processes can influence or modulate those that par- 
ticipate directly in the formation of memory. (Author abstract 
modified) 


004579 Shutov, A. A.; Pleshkova, N. M.; Prostakova, T. I. 
Permskiy meditsinskiy institut na baze oblastnoy klinicheskoy 
bol’nitsy, Perm, USSR /Correction of hormonal activity of the 
thyroid gland as a method of pathogenic therapy in a comprehen- 
sive treatment of patients with temporal epilepsy./ Korrektsiya 
gormonal’noy aktivnosti shchitovidnoy zhelezy kak metod pato- 
geneticheskoy terapii v komplekse lecheniya bol’nykh visochnoy 
epilepsiyey. Zhurnal Nevropatologii i Psikhiatrii imeni S. S. 
Korsakova. 79(8):1016-1020. 1979. 


Corrective therapy with thyroidin and diiodothyrosine of dis- 
turbed hormonal activity of the thyroid gland was carried out in 
30 patients with temporal epilepsy. There was a favorable thera- 
peutic effect within 1.5 years: the epileptic paroxysms either dis- 
appeared or their frequency was reduced; significant normaliza- 
tion of the EEG and iodine metabolism occurred; and improve- 
ment in the patients’ mental state was observed. It is recom- 
mended that the comprehensive treatment of patients with tem- 
poral epilepsy include hormonal correction of thyroid gland ac- 
tivity. 3 references. (Journal abstract modified) 


004580 Silverstone, T.; Fincham, Jill; Wells, B.; Kyriakides, 
Mary. Academic Unit of Human Psychopharmacology, Medical 
Colleges of St. Bartholomew’s, London, England The effect of 
the dopamine receptor blocking drug pimozide on the stimulant 
and anorectic actions of dextroamphetamine in man, Neurophar- 
macology. 19(12):1235-1237, 1980. 


The effects of the dopamine receptor blocking drug pimozide 
on the stimulant and anorectic actions of dextrc 
were investigated in eight healthy female Ss. A single 10mg oral 
dose of d-amphetamine caused a significant increase in ratings of 
arousal, and a decline in hunger. The effect of d-amphetamine 
on arousal was diminished by 2mg oral dose of pimozide admin- 
istered 2 hours before the d-amphetamine was taken. It is con- 
cluded that dopamine mechanisms in the CNS are involved in 
the mediation of the stimulant effects of d-amphetamine in man, 
but not in the mediation of d-amphetamine-induced anorexia. 10 
references. 


004581 Singh, Vimal Kumari; Gupta, B. S. Dept. of Psycholo- 
gy, Institute of Advanced Studies, Meerut University, Meerut, 
India Personality and drugs in visual figural aftereffects. Interna- 
tional Journal of Psychology. 16(1):35-44, 1981. 


The effects of dexedrine and phenobarbitone on visual figural 
aftereffect (VFAE) were examined in 32 postgraduate Ss tested 
on the Maudsley Personality Inventory. Calcium tablets were 
used as placebos. Ss were tested repeatedly under each of the 
treatment conditions. The results indicated that: 1) extraverted 
Ss relative to introverted Ss have larger VFAEs; 2) the size of 
VFAE increases under the influence of phenobarbitone in all 
personality groups except high positive neuroticism/high extro- 
version and low neuroticism/low extroversion; and 3) interac- 
tions between drug treatments and personality variables in their 
effects on VFAE did not occur. 30 references. (Author abstract 
modified) 


Group scale. It is concluded that quantitative measures of vocal- 
ization (converational speech) in a social context is a reliable 


004583 Timsit-Berthier, M.; Mantanus, H.; Jacques, M. C.; 
Legros, J. J. Laboratoire de Neurophysiologie, Clinique et de 
Psychopathologie, Boulevard de la Constitution 153, B-4020 
Liege, Belgium /Use of lysine-vasopressin in the treatment of 
posttraumatic amnesia./ Utilite de la lysine-vasopressine dans le 
traitement de l’amnesie post-traumatique. Acta Psychiatrica Bel- 
gica. 80(5):728-747, 1980. 

with lysine-vasopressin as a nasal spray for 15 days (14 


did not hope for any improvement. Five subjects presented a 
real improvement, either immediately during the treatment, or 
some weeks after the treatment. Improvement was evidenced by 
psychological tests of attention and short-term visual retention 
and by electrophysiological measurements. Improvement was 


modified) 


004584 Tsygankov, B. D. Otdel terapii psikhozov, Moskovskiy 
NII Ministerstvo zdravookhraneniya RSFSR, 


patients who were resistant to psychopharmacotherapy. The 

efficacy of intense psychopharmacotherapy was compared to 

of the discontinuance therapy. Results show that 

y appeared to be the most effective 

have the fewest side-effects. 13 references. (Journal ab- 
modified) 


Psychopharmacology Abstracts 


004585 Waid, William M.; Orne, Emily Carota; Cook, Mary 
R.; Orne, Martin T. Institute of Pennsylvania Hospital, 111 
North 49 Street, Philadelphia, PA 19139 Meprobamate reduces 
accuracy of physiological detection of deception. Science. 
212(4490):71-73, 1981. 


The effects of a tranquilizer, meprobamate, on polygraph test 
results were studied. Normal male Ss attempted to deceive an 
experimenter recording electrodermal, respiratory, and cardio- 
vascular activity. Those who had ingested a placebo or nothing 
were detected with statistically significant frequency on the 
basis of their phasic electrodermal responses, which clearly dis- 
tinguished them from truthful suspects. That was not the case 
with deceptive Ss who had ingested 400 milligrams of meproba- 
mate, nor did the examiner detect which Ss had received the 
drug. 24 references. (Author abstract modified) 


004586 Weisner, B.; Bernhardt, W. Bernhardt: Neurologische 
Universitatsklinik, Martinistrasse 52, D-2000 Hamburg 20, West 
Germany Antiepileptic therapy with phenytoin: which is the opti- 
mum serum level? European Neurology. 18(2):111-115, 1979. 


The relationship between serum phenytoin level and anticon- 
vulsant effects was studied in 114 patients suffering from gener- 
alized grand mal-seizures and treated only with phenytoin. The 
probability of attacks followed an exponential function of serum 
phenytoin. However, the high variability in responsiveness 
during serum phenytoin below 10mg/1 suggested that the effec- 
tive dose level must be determined separately and repeatedly for 
each patient. 19 references. (Author abstract modified) 


004587 Wikler, Abraham. no address Opioid dependence: mech- 
anisms and treatment. New York, Plenum, 1980. 225 p. L27.50. 


Mechanisms and treatment of opioid dependency are exam- 
ined in an extended review of the literature. Emphasis is placed 
on the neuropharmacological and behavioral aspects of depend- 
ence. It is proposed that relapse into drug dependence is a dis- 
ease; factors contributing to relapse are considered. A long-last- 
ing subtle abstinence syndrome, characterized by persistent con- 
ditioned autonomic responses is postulated. Elimination of this 
syndrome through extinction procedures is discussed. 


15 TOXICOLOGY AND SIDE EFFECTS 


004588 Ansell, G. B. Dept. of Pharmacology, University of 
Birmingham, Medical School, Birmingham B15 2TJ, England 
The biochemical background to tardive dyskinesia. Neuropharma- 
cology. 20(4):311-317, 1981. 


The treatment of tardive dyskinesia induced by long-term 
neuroleptic therapy is discussed. Since tardive dyskinesia is be- 
lieved to be due to an imbalance in dopaminergic and choliner- 
gic influences on the striatum, treatment of the disorder general- 
ly has involved blockade of excess striatal dopaminergic activity 
or enhancement of cholinergic activity in the same area. Recent 
clinical studies of neurological disorders such as Huntington’s 
chorea and Alzheimer’s disease have stimulated interest in the 
use of 2-dimethylaminoethanol, choline, and lecithin in the treat- 
ment of tardive dyskinesia. 65 references. 


004589 Ansseau, M.; Diricq, St.; Grisar, Th.; Collard, J. Clini- 
que Medico-Psychologique, Unite de Psychopharmacologie, 
Hopital universitaire de Baviere, B-4020 Liege, Belgium Bio- 
chemical and neuroendocrine approaches to a malignant syndrome 
of neuroleptics. Acta Psychiatrica Belgica. 80(5):600-606, 1980. 


The case history is presented of a 20-year-old patient, hospi- 
talized for depressive schizophrenia, who developed the malig- 
nant syndrome when treated with nomifensine plus pimozide. 
Clinical observations associated with the syndrome are noted 
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004582 Stitzer, Maxine L.; Griffiths, Roland R.; Bigelow, 
George E.; Liebson, Ira. Dept. of Psychiatry, D-5-West, Balti- 
more City Hospitals, Baltimore, MD 21224 Human social con- 
versation: effects of ethanol, secobarbital and chlorpromazine. 
Pharmacology Biochemistry and Behavior. 14(3):353-360, 1981. 

Effects of oral ethanol, secobarbital, and chlorpromazine on 
human vocalization were studied in dyadic social situations, 
using repeated observations within subject pairs. Ethanol (1 to 6 
oz of 95 proof) and secobarbital (30 to 300mg) produced dose 
related increases in vocalization by the S who received the 
active drug and had no systematic effects on the partner who 
received the placebo. Chlorpromazine (25 to 100mg) produced 
dose related decreases in vocalization by the S given the active 
drug and tended to decrease vocalization by the partner receiv- 
ing the placebo. No consistent changes on the Addiction Re- 
search Center Inventory scales were obtained after ethanol or 
secobarbital, but chlorpromazine produced dose related in- 
creases on the Pentobarbital, Chlorpromazine, and Alcohol 
ences. (Author abstract modified) 
sented a deficit for 3 years, did not follow any treatment, and 
adaptation and was associated in four subjects with a marked in- 
crease in the level of neurophysine I. The mode of action of pe 
Moskva, USSR /A modified version of the simultaneous discon- 
tinuation of psychotropic drugs (combined with the administration 
of diuretics) as a method of halting prolonged attacks of schizo- 
phrenia./ Modifitsirovannyy variant odnomomentnoy otmeny 
psikhotropnykh sredstv (v sochetanii s priyemom diuretikov) 
kak metod obryvayushchey terapii zatyazhnykh pristupov shizo- 
frenii. Zhurnal Nevropatologii i Psikhiatrii imeni S. S. Korsa- 
kova. 80(5):754-759, 1980. 

The sudden discontinuance of psychotropic drugs (combined 
longed attacks of schizophrenia was studied in 100 schizophren- 

680 
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and treatment is discussed. Results of the endocrine balance 
over the 2 week course of the illness suggest a hypothalamic 
perturbation involving an increase in the norepinephrine and do- 
pamine proportions with a relative norepinephrine predomi- 
nance. It is suggested that the malignant syndrome, which is 
normally attributed to a neuroleptic, may find its etiopathogeny 
in the association of a neuroleptic with an antidepressant. 
(Author abstract modified) 


004590 Ayd, Frank J., Jr. 912 West Lake Avenue, Baltimore, 
MD 21210 Neuroleptics and their side-effects. Journal of Psychi- 
atric Treatment and Evaluation. 1(2):25-27, 1979. 


A review of the phenothiazine neuroleptics and their side-ef- 
fects is presented. In order of milligram potency are the piperi- 
dines (thioridazine), the aliphatics (chlorpromazine), and the pi- 
perazines (fluphenazine). Low milligram potency neuroleptics 
such as fluphenazine are less likely to cause adverse effects and 
are more likely to be acceptable to the patient. Phenothiazines 
may cause a variety of sedative, autonomic, endocrine, dermato- 
logic, ocular, hepatic, hematopoietic, and cardiovascular effects, 
as well as seizures and extrapyramidal reactions. The propensity 
to evoke these reactions depends on the chemical structure of 
the phenothiazine. Neuroleptic-induced extrapyramidal side-ef- 
fects can be divided into early onset reactions such as akinesia, 
acute dyskinesia, akathisia, and parkinsonism, and late onset re- 
actions of tardive dyskinesia. 


004591 Bailey, David N. University of California, San Diego, 
La Jolla, CA 92093 Chlorpromazine analysis in human plasma. 
(Unpublished paper). Final Report, NIMH Grant 5R01-MH- 
30943, 1980. 15 p. 


Methods were developed for analysis of chlorpromazine, 
phencyclidine, tricyclic antidepressants, meprobamate, and theo- 
phylline levels in human sera. The methods are applicable to 
therapeutic dosages and overdose concentrations. Gas and liquid 
chromatography with a nitrogen phosphorus detector and ultra- 
violet spectrophotometric procedures were used. Data are pre- 
sented on the assay development, assay specifications, and appli- 
cation of the assay to patients receiving drug therapy and to Ss 
receiving emergency toxicology services. A profile of the aver- 
age drug abuse patient was developed, and information was ob- 
tained on drugs ingested and the serum drug concentrations. 
Findings from separate hospitalizations were compared and 
characteristics of the typical repeating drug abuser were identi- 
fied. 14 references. 


004592 Berger, Philip A. Dept. of Psychiatry, Stanford Univer- 
sity School of Medicine, Stanford, CA 94305 Tardive dyskinesia: 
recent developments. International Drug Therapy Newsletter. 
15(5):17-20, 1980. 


Recent developments in the diagnosis, neuropathology, and 
treatment of tardive dyskinesia (TD), the most troublesome 
complication limiting the use of maintenance neuroleptic ther- 
apy for psychiatric disorders, are reviewed. No unequivocal 
treatment for TD has been demonstrated, although ChCl, le- 
cithin, deanol, low dose apomorphine, and high dose levodopa 
desensitization show promise. The suggestion that lithium salts 
may prevent the development of TD requires testing. The as- 
sumption that continuation of neuroleptic treatment invariably 
worsens TD has not been rigorously demonstrated. It is suggest- 
ed that the clinician should probably discontinue neuroleptics in 
some cases of TD. The acute with schizophreniform psychosis 
is seen as possibly not needing the drugs after symptom resolu- 
tion. Chronic hospitalized patients who are nonresponders or 
who are only minimally responsive might also be better off 
without neuroleptics. It is suggested that the clinician should 
continue neuroleptics but should discontinue anticholinergics in 


some patients for whom the return of psychosis is more detri- 
mental than are TD symptoms, and that this judgment should be 
made by both physician and patient (who should confirm in 
writing his understanding of the relative risks). 138 references. 


004593 Boldyrev, A. I.; Fleys, E. P.; Vayntrub, M. Ya. Klinika 
epilepsii, Moskovskiy NII psikhiatrii, Ministerstvo zdravookh- 
raneniya RSFSR, Moskva, USSR /Neurological complications 
due to the pharmacological treatment of epileptic patients./ Nev- 
rologicheskiye oslozhneniya pri medikamentoznom _lechenii 
bol’nykh epilepsiyey. Zhurnal Nevropatologii i Psikhiatrii imeni 
S. S. Korsakova. 79(6):738-741, 1979. 


Neurological complications due to anticonvulsant treatment 
were analyzed in 48 epileptic patients. There were functional 
disturbances of the brainstem and cerebellar neuronal systems; 
disarticulation (apparently caused by pseudobulbar pale teers 
and muscle relaxation (particularly in patients receiving benzo- 
diazepines) connected with disturbances of the spinal reflex 
mechanisms. In 22 of the Ss there were symptoms of damage 
both to the CNS and the peripheral nerves. Results show that 
the onset of neurological complications is accompanied by a 
changed structure and increased frequency of epileptic seizures, 
and that residual signs of organic diseases are important diag- 
nostically. 8 references. (Journal abstract modified) 


004594 Braccini, T.; Coat, C.; Lavagna, J.; Myguel, M.; Das- 
court, G. Service de Psychiatrie et de Psychologie Medicale, 
Hopital Dasteur, F-06031 Nice Cedex, France /Neurological tol- 
erance of lithium and psychotropic drugs in combination: 265 
cases./ Tolerance neurologique de I’association lithium-psycho- 
tropes: a partir de 265 cures associatives. Encephale. 7(1):29-43, 
1981. 


Neurological tolerance for combined lithium/psychotropic 
drug treatment was studied retrospectively in 265 cases in 132 
patients between 1971 and 1978. In comparison with other com- 
binations, neurological tolerance is not increased when haloperi- 
dol is combined with lithium. However, the presence of cerebral 
lesions is a risk factor. One hundred seventeen cases of com- 
bined treatment were preceded by treatment with either lithium 
or a psychotropic drug. An analysis of these cases showed that 
cases of intolerance doubled when combination therapy was 
begun, and that the neurological effects increased in intensity. 
15 references. (Journal abstract modified) 


004595 Branchey, Marc H.; Branchey, Laure B.; Richardson, 
Mary Ann. Alcoholism Research and Treatment Center, V.A. 
Hospital, 130 West Kingsbridge Rd., Bronx, NY 10468 Effects 
of neuroleptic adjustment on clinical condition and tardive dyskin- 
esia in schizophrenic patients. American Journal of Psychiatry. 
138(5):608-612, 1981. 


Attempts to decrease neuroleptic medication were made in 21 
chronic schizophrenic patients in order to minimize the risks of 
tardive dyskinesia. Level of psychopathology and severity of 
dyskinetic symptoms were monitored while the neuroleptic was 
gradually decreased over 3 months and then discontinued. Only 
one patient relapsed during drug decrease, but 15 patients re- 
lapsed within 6 months after drug withdrawal. After relapse, 
medication was gradually increased. The doses needed to induce 
recovery were higher than those which had been sufficient to 
prevent relapse during gradual drug reduction. Dyskinetic 
symptoms were not significantly modified during drug reduction 
but increased significantly after drug discontinuation. 13 refer- 
ences. (Author abstract modified) 


004596 Bron, Bernhard. Psychiatrische Universitatsklinik, v.- 
Siebold-Strasse 5, D-3400 Gottingen, West Germany /Drug-in- 
duced psychosis and schizophrenia in adolescents./ 


zierte Psychose und Schizophrenie im Jugendalter. Schweizer 
Archiv fur Neurochirurgie und Psychiatrie. 
126(1):179-197, 1980. 


Among 233 young drug abusers with different drug-induced 
psychotic syndromes, there were 84 patients whose psychosis 
showed a character of its own. Their drug history and behavior, 
life history (including in some cases premorbib personality 
signs), psychotic diseases in their families, and psychopathologi- 
cal diagnosis showed statistically significant differences relative 
to other patients. The stage of development can be an especially 
relevant prepsychotic circumstance if it is influenced by drugs. 
There are a number of unanswered questions, for example, why 
do some patients with similar or equal prerequisites become 
drug abusers, while others have a psychosis having its own 
laws. The cause of drug-induced psychosis with its own laws 
among young people needs to be considered in several dimen- 
sions: effects of the drug, individual constitutional factors, spe- 
cific personality factors, psychodynamic and reactive aspects in 
situations, and specific and typical developmental factors. Clini- 
cal ations show essential connections between drug ef- 
fects psychosis having its own laws. 44 references. (Jour- 
nal abstract modified) 


004597 Burgess, C. D.; Turner, P. Dept. of Clinical Pharmacol- 
ogy, University of Southampton, Centre Block, Southampton 
General Hospital, Southampton S09 3TU, England Cardiotoxi- 
city of antidepressant drugs. Neuropharmacology. 19(12):1195- 
1199, 1980. 


The effects of different groups of antidepressant drugs on the 
cardiovascular system (CVS) are reviewed, and clinical implica- 
tions of these CVS effects are discussed. In addition to the CVS 
effects of the tricyclic antidepressants, the effects of maprotiline, 
mianserin, monoamire oxidase inhibitors, lithium, nomifensine, 
and zimelidine are discussed. It is noted that serious cardiovas- 
cular complications do not occur frequently after therapeutic 
doses, but that after overdose, many of these agents may prove 
lethal. The more serious complications are more likely to occur 
in the aged and in those with cardiovascular disease. 63 refer- 
ences. (Author abstract modified) 


004598 Carranza, J. University of Mississippi, Medical Center, 
2500 North State Street, Jackson, MS 39216 Long term use and 
abuse of benzodiazepines. Pharmakopsychiatrie Neuro-Psycho- 
pharmakologie. 13(5):254-258, 1980. 

The long-term use and abuse of benzodiazepines are dis- 
cussed. The detrimental effect that lay publications, television, 
and the mass media has had on the pharmacotherapy of anxiety 
and depressive reactions with benzodiazepines is emphasized. A 
case study is provided of a patient who was suffering from anxi- 
ety attacks, agoraphobia, and fear of dying and was treated suc- 
cessfully with Librium for a long period, but who eventually re- 
fused Librium for fear of his possible addiction to the drug. In a 
review of the literature, few well documented cases of benzo- 
diazepine dependence have been found. It is suggested that the 
seizures that are reported with withdrawal of benzodiazepines 
after long-term use is clinical evidence of the anticonvulsant 
effect of benzodiazepines and that this is not proof of a physical 
dependence. The withdrawal syndromes associated with high 
dosages of benzodiazepines might have a different neurochemi- 
cal mechanism than that observed in alcohol and barbiturate 
withdrawal. 16 references. 


004599 Chodera, A.; Cenajek, D.; Mazurek, K. Medical Acade- 
my Poznan, Dept. of Pharmacology, ul. Fredry 10, 61-701 


31(1):61-63, 1981. 


Psychopharmacology Abstracts 


Three antiserotonin compounds, p-chlorphenylalanine, main- 
serin, and danitracen, were investigated for their influence on 
amphetamine stereotype in correlation with concentration of 
this amine in blood serum and brain tissue. A positive correla- 
tion (decrease in stereotypy and in the concentration of amphet- 
amine in serum and brain) was found only for danitracen. P- 
chlorphenylalanine and mianserin premedication decreased 
serum and brain tissue concentrations of amphetamine, but en- 
hanced the amphetamine stereotypy effect. It is assumed that in 
the mixed pharmacodynamic/pharmacokinetic interaction in the 
case of mianserin and p-chlorphenylalanine the pharmacodyna- 
mic component (inhibition of the serotoninergic system in CNS) 
prevails, whereas in the case of danitracen the pharmacokinetic 
effect is superior. 10 references. (Journal abstract) 


004600 Cohen, Martin; Dailey, George; Meshad, Michael; 
Renick, John; Kreisberg, Robert. Dept. of Psychiatry, Universi- 
ty of Iowa, College of Medicine, Iowa City, [A 52242 In normal 
young men acute dopaminergic blockade does not impair free 
water excretion following a standard water load. Communications 
in Psychopharmacology. 4(4):323-326, 1980. 


The hypothesis that water intoxication in psychiatric patients 
is a side-effect of the dopaminergic blockade of psychotropic 
medication was evaluated in nine healthy volunteer Ss. The ad- 
ministration of Img haloperidol intramuscularly produced mar- 
kedly increased serum prolactin levels but had no effect on the 
ability of normal volunteers to excrete a water load. This is con- 
sistent with difficulties in demonstrating in man any effects on 
water and electrolyte metabolism of increasing endogenous 
levels of prolactin with thyroid releasing hormone stimulation. 
These results do not preclude the possibility that the effects of 
dopaminergic blockade might become manifest only over an ex- 
tended time period. 11 references. (Author abstract modified) 


004601 Cole, Jonathan O. Psychopharmacology Program, 
McLean Hospital, Belmont, MA 02178 Prevention of tardive 
dyskinesia and other drug-related adverse effects. In: Baxter, C., 
Perspectives in schizophrenia research. New York, Raven Press, 
1980. 445 p. (p. 353-363). 


The prevention of the side-effects of tardive dyskinesia (TD), 
agranulocytosis, and sudden death during antipsychotic (AP) 
drug treatment for schizophrenia is discussed. Important issues 
discussed include: 1) the exact relationship between drug expo- 
sure and the presence of TD; 2) drug holidays; 3) evaluation of 
low dose AP drug therapy; and 4) establishment of lowest effec- 
tive maintenance dosage. Treatment of TD and some alternate 
drug therapies are considered. It is suggested that some of these 
problems warrent multihospital collaborative studies based on a 
single protocol while others are more appropriate for research 
units in single hospitals. A discussion of the paper follows. 30 
references. (Author abstract modified) 


004602 Dam, Mogens. University Dept. of Neurology, Hvi- 
dovre Hospital, Hvidovre, Denmark /Various aspects of the 
effect of anticonvulsant drugs on memory./ Additional aspects. 
Acta Neurologica Scandinavica. 62(Suppl. 80):56-57, 1980. 


Comments are made on several aspects of the effect of antie- 
pileptic drugs on memory function. It is argued that many of 
the reactions may be caused by the disease itself or by a combi- 
nation of the drug and epilepsy, and that there is a need for fur- 
ther investigations to ascertain definite drug-induced side-effects 
in such coumpounds, as phenytoin. Evidence is briefly reviewed 
on the psychotropic effects of carbamazepine, and it is conclud- 
ed that the compound is neuropsychologically most useful in pa- 
tients with below average intelligence who show signs of emo- 
tional disturbance. 


15 
004597 
Poznan, Poland Interaction of p-chlorophenylalanine, mianserine 
and danitracen with amphetamine. Arzneimittel-Forschung. : 
682 
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004603 Davis, John M.; Janicak, Philip G.; Killian, Grant A. II- 
linois State Psychiatric Institute, Chicago, IL 60612 Clinical 
Strategies for antipsychotic drug treatment, tardive dyskinesia, 
and the training of research psychiatrists. In: Baxter, C., Perspec- 
tives in schizophrenia research. New York, Raven Press, 1980. 
445 p. (p. 365-383). 


The issue of neuroleptic treatment and tardive dyskinesia is 
examined from the viewpoint of developing clinical research 
strategies to improve treatment and minimize side-effects. The 
problem of training psychiatrists in clinical research is discussed. 
Several suggestions including rare patient protocols, registries, 
and record keeping are discussed in the context of projects 
which are deemed feasible in both the state and federal systems 
of psychiatric care. Such a model could alleviate the critical 
shortage of psychiatrists trained in good clinical research. A dis- 
cussion of the paper follows. 35 references. (Author abstract 
modified) 


004604 Davis, Kenneth L.; Berger, Philip A.; Hollister, Leo E. 
Dept. of Psychiatry and Behavioral Sciences, Stanford Universi- 
ty School of Medicine, Stanford, CA Clinical and preclinical ex- 
perience with choline chloride in Huntington’s disease and tardive 
dyskinesia: unanswered questions. In: Barbeau, A., Nutrition and 
brain. New York, Raven Press, 1979. v. 5. (p. 305-315). 


A review is presented of preclinical and clinical research into 
the potential of choline chloride treatment of tardive dyskinesia 
and Huntington’s disease. Investigations establishing the transi- 
tory efficacy of the acetylcholinesterase inhibitor, physostig- 
mine, in several neuropsychiatric disorders, have stimulated fur- 
ther research aimed at discovering a safe, long acting oral cho- 
linomimetic. Evidence in this area of study is reviewed, includ- 
ing that relating to: the effect of choline on central cholinergic 
activity; the efficacy of choline in treatment of tardive dyskine- 
sia; the relationship between choline administration and plasma 
and cerebrospinal fluid choline levels; the mechanisms underly- 
ing the symptomatic improvement of tardive dyskinesia associat- 
ed with increased cholinergic activity. Implications of these data 
are discussed with reference to the hypothesis that cholinomi- 
metics inhibit nigrostriatal dopamine impulse flow. Possible 
long-term effects of choline treatment are discussed, and the 
need for further research is noted. (Author abstract modified) 


004605 Deiser, Roland; Schindler, Raoul. Schindler: Psychia- 
trisches Krankenhaus der Stadt Wien, Baumgartner Hohe 1, A- 
1145 Wien, Austria /The course of long-term treatment with flu- 
phenazine decanoate (Dapotum-D)./ Das Verlaufsbild langjah- 
riger Behandlungen mit Fluphenazindekanoat (Dapotum D). 
Psychiatria Clinica. 13(3-4):193-205, 1980. 


Data are provided on the course of long-term treatment of 76 
psychiatric patients using fluphenazine decanoate. Objective and 
subjective tolerance following 5 years or more of treatment 
were compared in patients exhibiting continuous ambulatory ad- 
justment, in those with continuous inpatient adjustment, and in 
those who withdrew from the drug or changed the medication 
after 5 years or more of permanent adjustment. A significant 
stabilization in the clinical picture and a good permanent com- 
patibility (reduction in objective side-effects) were demonstrat- 
ed. Complete withdrawal of permanent medication caused late 
dyskinesias and a tendency to slow remission in 36.9% of the 
patients. The latency of this development is seen as binding both 
physician and patient to the successful completion of therapy. 19 
references. (Journal abstract modified) 


004606 Deutsch, Stephen I.; Peselow, Eric D.; Banay- 
Schwartz, Miriam; Gershon, Samuel; Virgilio, Joanne; Fieve, 
Ronald R.; Rotrosen, John. Dept. of Psychiatry, New York 
University Medical Center, 550 First Ave., New York, NY 


10016 Effect of lithium on glycine levels in patients with affective 
disorders. American Journal of Psychiatry. 138(5):683-684, 1981. 


Evidence is reported in support of an abnormality in glycine 
regulation in RBCs from patients with bipolar depression. The 
findings suggest that this effect results from lithium treatment in 
affective disordered patients, and that the abnormality occurs 
only in bipolar patients and not in those with recurrent unipolar 
major depressive disorders. The possible mechanisms responsible 
for the observed increases in erythrocyte glycine are suggested, 
and it is concluded that further biochemical research should be 
conducted in light of glycine’s role as a neurotransmitter. 10 ref- 
erences. 


004607 Elsass, Peter; Mellerup, Erling T.; Rafaelsen, Ole J.; 
Theilgaard, Alice. Clinical Psychological Unit, Dept. of Psychi- 
atry, Rigshospitalet, 9, Blegdamsveij, DK-2100 Copenhagen O, 
Denmark Effect of lithium on reaction time -- a study of diurnal 
variations. Psychopharmacology. 72(3):279-282, 1981. 


Continuous reaction time performance was measured in 
groups of manic-depressive patients treated with lithium, control 
manic-depressive patients treated with other drugs or no drugs, 
and normal controls. Reaction times in patients treated with lith- 
ium were slower than those of the normal and psychiatric con- 
trols. However, the effect of lithium on reaction times was 
weaker than that of diazepam sedation, organic brain damage, 
or hepatic encephalopathy. For all three groups, reaction times 
were slower in the morning than in the evening or at night. 
Slow reaction times at initial testing were correlated with rela- 
tively large variations over 24 hours for normal and psychiatric 
controls, but not for the patients treated with lithium. 18 refer- 
ences. (Author abstract modified) 


004608 Endo, Masaomi; Hirano, Masaharu; Nakamura, Ichiro; 
Kawai, Yoshiharu. Dept. of Neuropsychiatry, Toyama Medical 
and Pharmaceutical University, Faculty of Medicine, Toyama, 
Japan The two survival cases of alpha-pattern coma caused by 
large amounts of hypnotica and neuroleptica. Folia Psychiatrica 
et Neurologica Japonica. 34(4):451-458, 1980. 


The EEGs of two men aged 42 and 63 who survived over- 
doses of hypnotic and neuroleptic drugs are described. The 
EEGs of the two Ss initially demonstrated alpha pattern coma. 
The prominent pattern of the EEG changes from the alpha to a 
theta pattern and subsequently into a low amplitude alpha pat- 
tern. The patients recovered from the suicide attempt without 
any residual neurological symptoms. These findings suggest that 
the outcome of alpha pattern coma induced by drug poisoning is 
favorable, and it is concluded that a longitudinal EEG record- 
ing should be performed as early as possible when the patient is 
in a comatose state. 22 references. (Author abstract modified) 


004609 Fariello, Ruggero G. Clinical Neurophysiology, Dept. 
of Neurology, University of Wisconsin, 600 Highland Ave., 
Madison, WI 53792 Epileptogenic properties of enflurane and 
their clinical interpretation. Electroencephalography and Clinical 
Neurophysiology. 48(5):595-598, 1980. 


Three cases of EEG changes induced by a single exposure to 
enflurane anesthesia are reported. In one patient, enflurane ad- 
ministered during a donor nephrectomy resulted in unexpected 
partial motor seizures; until the cause of the seizures was cor- 
rectly identified, the patient was inappropriately treated with 
anticonvulsants. Two other patients suffered from partial, com- 
plex, and generalized seizures uncontrolled by medication. Epi- 
leptic foci delineated and activated by enflurane were surgically 
ablated, and the patients are now seizure free. These findings in- 
dicate that enflurane exposure may cause mistakes in clinical in- 
terpretation of the EEG and that enflurane may be a useful tool 


trode intraoperative recordings. 7 references. 


004610 Fraser, H. F,; Gorodetzky, C. W.; Kay, D. C.; Yeh, S. 
Y.; Dewey, W. L. Division of Research, Addiction Research 
Center, National Institute of Drug Abuse, Lexington, KY Possi- 


Dependence. 5:255-272, 1980. 

Drug dependence is viewed as a dynamic state which may be 
altered with time respecting pattern, magnitude, and quality of 
physical dependence due in part to the interaction of the parent 
opioid with its normetabolites. The principal metabolites of ace- 

were noracetylmethadol and dinoracetylmethadol 
and they were found to be active morphine-like agonists. Their 
long half-life and accumulation in the plasma accounted for the 
delayed onset of abstinence after the acetylmethadol was with- 
drawn. The normetabolites of propoxyphene, norpropoxyphene, 
and dinorpropoxyphene were found to be very weak morpine- 
like agonists. Normeperidine was inactive as a morphine-like 
agonist and appeared to have a different action in that it primar- 
ily is a convulsant. Although the formation and accumulation of 
normeperidine may account partly for the characteristics of its 
abstinence syndrome, a dominant factor was found to be the dis- 
appearance of meperidine from blood plasma. In the case of 
normorphine, norcodeine, and norlevorphanol, the difficulties in 
direct addiction tests in man are discussed. Examination of the 
source of abstinence scores for subcutaneous normorphine oral 
norcodeine, oral codeine, oral morphine, subcutaneous mor- 
phine, and oral methadone suggested that these compounds may 
be divided into two categories: normorphine and norcodeine in 
one category, and methadone in the other. The relevance of 
these observations to comparative studies of opioid abuse is dis- 
cussed. (Journal abstract modified) 


004611 Freeman, H. L.; Soni, S. D.; Carpenter, L. Dept. of 
Psychiatry, University of Manchester School of Medicine, Hope 
Hospital, Salford M6 8HD, England A controlled trial of oxyper- 
tine in tardive dyskinesia. International Pharmacopsychiatry. 
15(5):281-291, 1980. 

The effects of oxypertine in treating tardive dyskinesia were 
investigated. The design was double-blind, placebo controlled, 
between patient, in 28 patients from whom previous medication 
was withdrawn, with 14 patients in each group. Treatment was 
for 4 weeks. Although more oxypertine patients improved than 
placebo, 71.4% versus 50%, the results did not reach statistical 
significance. A further study is planned to increase the overall 
number of patients in the study, and to lengthen treatment peri- 


1979. Vol. 5. (p. 285-303). 


The administration of exogenous choline or lecithin to in- 
cholinergic tone in the treatment of tardive dyskin- 
discussed. Eight case histories illustrate patient re- 

to choline and to lecithin. Lecithin appears to produce 

same CNS effects observed with choline, while causing 
fewer adverse reactions. If lecithin is, in fact, an effective non- 
toxic agent to suppress the movements of TD, it could provide 
acceptable solution until a less neurotoxic antipsychotic agent 
found. Confirmation of the results will show that a dietary 
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constituent can affect the levels of an important CNS neuro- 

transmitter to a clinically useful degree, thus opening possibili- 

po for greater understanding of neurophysiology and other 
medical therapies. 64 references. 


004613 Gourevitch, M. Hopital de Maison-Blanche, 3, avenue 
Jean-Jaures, F-93330 Neuilly-sur-Marne, France /Neuroleptic 
treatment as experienced by a psychiatrist./ Un traitement neuro- 
leptique vecu par un psychiatre. Evolution Psychiatrique. 
46(1):97-104, 1981. 


A psychiatrist who suffered from acute delirious psychosis re- 
counts her treatment with neuroleptic drugs. The first treatment 
consisted of the combined administration of haloperidol and 
chlorpromazine, and biperiden on an outpatient basis. This treat- 
ment induced serious physical and mental aberrations, and the 
patient herself stopped the treatment after 24 hours. When she 
was hospitalized, cyamemazine and haloperidol were prescribed 
and administered. Extrapyramidal side-effects were serious, but 
they diminished somewhat after the cyamemazine was discontin- 
ued. After being discharged, the patient took haloperidol and 
methotrimeprazine for 3 months. Memory lapses were frequent 
and serious. Altogether, the effects were serious and very dis- 
concerting and continued beyond the period of treatment. 


004614 Gualtieri, C. T.; Hawk, Barbara. Dept. of Child Psychi- 
atry, North Carolina Memorial Hospital, Chapel Hill, NC 27514 
Tardive dyskinesia and other drug-induced movement disorders 
among handicapped children and youth. Applied Research in 
Mental Retardation. 1(1/2):55-69, 1980. 


The literature concerned with tardive dyskinesias and other 
movement disorders caused by chronic use of neuroleptics is re- 
viewed, with emphasis on their occurrence in mentally retarded 
youth and children. What appears is a confusing array of anec- 
dotal reports and uncontrolled studies, a heterogeneous array of 
children with a variety of diagnoses and movements, and a wide 
range of intercurrent problems and medications. Even if there 
were no such symptoms as tardive dyskinesia, extrapyramidal 
symptoms, or withdrawal emergent symptoms, caution would 
still be advisable in the application of neuroleptic drugs among 
young people. Effects on the child’s general demeanor, level of 
alertness, personality, and learning patterns would mitigate 
against the use of these agents except in carefully chosen cir- 
cumstances. 57 references. (Author abstract modified) 


004615 Hiroz, C.-A.; Assimacopoulos, T.; Cuendet, J.-F.; Ca- 
lanca, A.; Carron, R. Clinique ophtalmologique universitaire, 
Hopital ophtalmique, 15, avenue de France, CH-1004 Lausanne, 
Switzerland /Ophthalmological side-effects of lithium./ Les effets 
secondaires du lithium en ophtalmologie. Encephale. 7(2):123- 
128, 1981. 


Ophthalmological side-effects of lithium are examined. One of 
the possible side-effects from psychotropic drugs, especially 
major tranquilizers, is ocular lesions (opacitus in the cornea and 
the lens). Ocular examination of 73 patients suffering from affec- 
tive disorders and receiving lithium salts for several years 
showed no significant ocular lesions due to the medication. 16 
references. (Journal abstract modified) 


004616 Hollister, Leo E. Stanford University School of Medi- 
cine, Stanford, CA 94305 Treatment of tardive dyskinesia. Cur- 
rent Psychiatric Therapies. 19:89-97, 1980. 


Tardive dyskinesia is considered in relation to clinical mani- 
festations, prevalance, predisposing factors, differential diagno- 
sis, pathogenesis, treatment, and prevention. Clinical manifesta- 
tions are repetitive, involuntary, choreoathetoid movements that 
involve the mouth, lips, tongue, trunk, and extremities, which 


15 
004610 
influence of opioid normetabolites on the onset, 
quality of the opioide abstinence syndrome. Drug and Alcohol 
ods. It is concluded that the results already add further weight 
to the previously existing evidence that oxypertine is of thera- 
peutic value in the management of tardive dyskinesia. 15 refer- 
ences. (Author abstract modified) 
004612 Gelenberg, Alan J.; Wojcik, Joanne Doller; Growdon, 
John H. Dept. of Psychiatry, Harvard Medical School, Boston, 
MA 02114 Lecithin for the treatment of tardive dyskinesia. In: 
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are not often evident until the patient has been treated for 
months or years with antipsychotic drugs. Two major modes of 
treatment become evident if the pathogenesis of tardive dyskine- 
sia is viewed as presenting an imbalance between the dopamin- 
ergic and cholinergic systems in the striatum. One mode would 
be to reduce dopaminergic transmission and the other would be 
to increase cholinergic transmission. One might also try to in- 
crease GABAergic transmission. It is suggested that the uncer- 
tain outcome of tardive dyskinesia differs from the usual type of 
unwanted effect of a drug. 17 references. 


004617 Hudson, Charles J. Dept. of Psychiatry, Mary Imogene 
Bassett Hospital, Cooperstown, NY 13326 Tricyclic antidepres- 
sants and alcoholic blackouts. Journal of Nervous and Mental 
Disease. 169(6):381-382, 1981. 


Three brief case histories are presented of female patients 
who experienced blackouts after consuming alcohol, approxi- 
mately 1 month after starting tricyclic antidepressants. Possible 
mechanisms for this interactive effect are considered with refer- 
ence to the central cholinergic activity of tricyclic antidepres- 
sants and the increased blood-brain barrier permeability to alco- 
hol found in previous animal research. 8 references. (Author ab- 
stract modified) 


004618 Ideshita, Hisato; Morita, Hironori; Yoshinaga, Junji; 
Sasaki, Takanobu; Hikiji, Akiyoshi. Dept. of Neurology, Hiro- 
shima City Hospital, Hiroshima, Japan A study on mental symp- 
toms developed during the treatment of Parkinson’s disease. Brain 
and Nerve. 32(9):941-947, 1980. 


Psychological symptoms of hallucinations, delusion, and/or 
delirious state were studied in Parkinson’s disease patients. The 
symptoms occurred in 23 of 101 patients and tended to be high- 
est in the Ss in their 60’s. Hypertension and a history of depres- 
sion were more frequently observed in Ss with psychological 
symptoms than in those without these symptoms. A mean daily 
dose of L-dopa for patients at the onset of psychological symp- 
toms was less than was the mean daily maximum dose of L- 
dopa for Ss without psychological symptoms. Cases with cere- 
bral atrophy had a tendency to develop psychological symp- 
toms, as did those with an abnormal EEG. Cases with psycho- 
logical symptoms were more often complicated by dyskinesia 
than were those without these symptoms. It is concluded that 
the incidence of psychological symptoms during the treatment 
of Parkison’s disease is high in elderly patients who have experi- 
enced all or some of the following conditions: psychiatric ill- 
ness, hypertension, cerebral atrophy, and abnormal EEG. 11 ref- 
erences. (Journal abstract modified) 


004619 Itil, T. M.; Herkert, E.; Schneider, S. J.; Luhar, J.; Fre- 
drickson, J. W.; Roffman, M. V.A. Medical Center, Montrose, 
NY Baclofen in the treatment of tardive dyskinesia: open label 
study. Acta Therapeutica. 6:315-323, 1980. 


The effect of baclofen, a GABA derivative, was investigated 
in a group of schizophrenic patients with the distinct symptoms 
of tardive dyskinesia. Study was open without control com- 
pounds. In some patients, an obvious decrease in dyskinetic 
movements was observed. No effects of baclofen on psycho- 
pathology were noticed. 19 references. (Author abstract) 


004620 Itil, Turan M.; Fredrickson, John W.; Schneider, Sid J.; 
Francis, Irene B.; Khan, Muzaffar M. F.D.R. V.A. Medical 
Center, Montrose, NY Clopipazan (SKF-69634), a new neurolep- 
tic essentially free of extrapyramidal liability: quantitative phar- 
maco-EEG and open label clinical trial. Current Therapeutic Re- 
search. 27(5):719-730, 1980. 


The results of a phase I single rising dose tolerance study of 
clopipazan (SKF-69634) with quantitative pharmaco-EEG 


(QPEEG) and an early phase II open pilot study are presented. 
QPEEG analyses revealed that it has systematic effects on 
human brain function in doses as low as 10mg. These QPEEG 
effects resembled those of known neuroleptics, but with less 
rapid onset and longer lasting effects. These results suggested 
that the compound should have neuroleptic properties, and ac- 
cordingly it was tested in an uncontrolled, open label early 
phase II study with a group of hospitalized schizophrenics. Clo- 
pipazan was found to be a neuroleptic for some patients, with- 
out producing extrapyramidal side-effects. Tardive dyskinesia, 
present in some patients before treatment, improved slightly. No 
significant adverse reactions were observed. The potency and 
onset of the antipsychotic effect of clopipazan, however, was 
not as strong or as early as with some known neuroleptics. 13 
references. (Author abstract modified) 


004621 Izrael’, Ye. N. Klinika ekzogenno-organicheskikh psik- 
hozov, Moskovskiy NII psikhiatrii, Ministerstvo zdravookhran- 
eniya RSFSR, Moskva, USSR /Mental disturbances in chronic 
manganese poisoning./ Psikhicheskiye narusheniya pri khroni- 
cheskoy margantsevoy intoksikatsii. Zhurnal Nevropatologii i 
Psikhiatrii imeni S. S. Korsakova. 81(2):105-108, 1981. 


Mental disturbances were studied in 35 patients with chronic 
manganese poisoning, who were examined between 1939 and 
1956 in connection with occupational safety. The Ss were 21 
men and 14 women (30 to 45 years old) who had been exposed 
to industrial pollution for periods ranging from less than 1 year 
to more than 20 years. The worst cases were those of workers 
who were involved in the processing of manganese ore, and 
who came into direct contact with manganese dust, the concen- 
tration of which was more than 10 times higher than permissible 
levels. The first symptoms of the disease appeared about 5 to 10 
years after the first exposure. These were asthenia, followed by 
the development of extrapyramidal symptoms. Results show 
that chronic manganese poisoning led to permanent mental defi- 
ciency due to organic brain damage. 5 references. (Journal ab- 
stract modified) 


004622 Jacquot, M.; Bottari, R. Hopital Sainte-Anne, 1, rue Ca- 
banis, F-75014 Paris, France /Manic state induced by salbutamol 
taken orally./ Etat maniaque ayant ete declenche par la prise 
orale de salbutamol. Encephale. 7(1):45-49, 1981. 


A manic state induced by salbutamol taken orally is discussed. 
A 25-year-old man with no previous psychiatric history, but 
whose family had several cases of manic-depressive psychosis, 
exhibited typical manic symptoms after taking salbutamol, 
which had been prescribed for an asthmatic condition. Salbuta- 
mol is known to have a clear and intense action on the mood of 
endogenous psychotic depressive patients. It is suggested that a 
manic state can be induced by ingestion of salbutamol. 20 refer- 
ences. (Journal abstract modified) 


004623 Jellinek, Theodore; Gardos, George; Cole, Jonathan O. 
Community Treatment Program, Herbert Lipton Community 
Mental Health Center, Nichols Rd., Fitchburg, MA 01420 Ad- 
verse effects of antiparkinson drug withdrawal. (Unpublished 
paper). Research Report, NIMH Grant 5RO01-MH-32675, 1980. 
20 p. 


The behavioral, affective, and neurological effects of antipar- 
kinson drug discontinuation in schizophrenic outpatients were 
investigated in a double-blind controlled study. Ss were evaluat- 
ed at baseline and at 2 and 4 weeks. Nine of the 24 placebo pa- 
tients terminated early because of adverse effects, while none of 
the eight controls did so. The placebo group demonstrated sta- 
tistically significant increases at 2 weeks in lower extremity 
movement, motor agitation, hallucinations, and physical com- 
plaints. At 4 weeks, the placebo group scored significantly 


higher in depression. It is concluded that a sizeable proportion 
of chronic drug treated schizophrenics need antiparkinson drug 
treatment for clinical stability. 31 references. (Author abstract 
modified) 


004624 Johnson, G. F. S. Dept. of Psychiatry, University of 
Sydney, Sydney, New South Wales, Australia 2006 Tardive dys- 
kinesia. Australian and New Zealand Journal of Psychiatry. 
14(4):261-263, 1980. 


Tardive dyskinesia is discussed in terms of its symptoms, epi- 
demiology, course, treatment, and prevention. The diagnosis of 
tardive dyskinesia depends on the presence of characteristic 
movements in a patient with a history of drug exposure. All the 
antipsychotic drugs may produce this syndrome and the dura- 
tion of therapy appears critical with a minimum of 6 to 12 
months required to produce abnormal movements. The inci- 
dence of tardive dyskinesia in patients varies from .5% to 40% 
depending on differences in definition of the syndrome, popula- 
tion studies, and neurological assessment techniques. Tardive 
dyskinesia, unlike other extrapyramidal symptoms, may be irre- 
versible and there is no satisfactory treatment once it is estab- 
lished. Prevention is the only effective way of reducing the fre- 
quency of tardive dyskinesia. 8 references. 


004625 Kiljan, Anna; Pietruszewska, Irena. Klinika Psychia- 
tryczna AM, ul. Nowowiejska 27, 00-665 Warszawa, Poland / 
Unwanted effects of lithium carbonate used in the prevention of 
relapses of affective illness./ Niepozadane dzialanie weglanu litu 
stosowanego w ijeganiu nawrotom chorob afektywnych. 
Psychiatria Polska. 14(4):343-350, 1980. 


Adverse lithium effects were analyzed in 83 outpatients (42 
men and 41 women) who had been treated from 1968 to 1978. 
Of the patients receiving lithium carbonate, 50 were suffering 
from bipolar affective illness, 6 from unipolar affective illness, 
and 27 from schizoaffective psychosis. Adverse symptoms were 
observed in 25 subjects (30.12%). In six of these patients 
(1.26%) lithium administration had to be discontinued. It is con- 
cluded that lithium carbonate at doses stabilizing serum lithium 
concentration (approximately 0.7 eE/liter) is relatively well tol- 
erated. Unwanted lithium effects occur more often in women 
than in men, and initiation of lithium therapy in women ages 50 
to 55 years often brings about adverse effects. It has also been 
found that lithium combined with psychotropic drugs increases 
the likeliness of the occurrence of unwanted lithium effects. 20 
references. (Journal abstract modified) 


004626 Kinze, Wolfram; Prohl, Lothar; Brauer, Harald. Kin- 
derneuropsychiatrische Abteilung, Bezirksfachkrank 
Luckauer Strasse 17, DDR-7550 Lubben, German Democratic 
Republic /On the question of parenchymal damage caused by 
long-term therapy with psychotropics in adolescence./ Zur Frage 
der Parenchymschaden durch langfristige Therapie mit Psycho- 

im Jugendalter. Psychiatrie, Neurologie und Medizin- 
ische Psychologie. 32(12):716-722, 1980. 


Parenchymal damage caused by long-term pharmcotherapy 
with psychotropic drugs in adolescents is examined. For 341 pa- 
tients treated with psychotropic drugs over different time peri- 
ods and with different dosages, laboratory tests were conducted 
to determine possible toxic effects and damage to the parenchy- 
ma of the liver, the kidneys, and the blood formation systems. 
Statistically determined differences in some liver functions and 
in the serum creatinine between treated and untreated patients 
were found, but no significant indication of direct toxic damage 
was evidenced. These deviations are considered to be of an al- 
lergic nature and to be caused by enzyme induction. 23 refer- 
ences. (Journal abstract modified) 
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004627 Kocher, R.; Hobi, V.; Linder, M.; Studer, K. Psychia- 
trische Universitatsklinik, Wiéilh.-Klein-Strasse 27, CH-4025 
Basel, Switzerland /On the therapy of neuroleptic induced tardive 
dyskinesia with dimethyl thanol (Deanol)./ Zur therapie 
mit Dimethylaminoathanol (Deanol) bei neuroleptikainduzierten 
Spatdyskinesien. Schweizer Arhive fur Neurologie, Neurochir- 
urgie und Psychiatrie. 126(1):103-109, 1980. 


A double-blind cross-over study of 20 patients with tardive 
dyskinesia due to chronic use of neuroleptics showed no differ- 
ence between efficacy of dimethylaminoethanol (Deanol, 
Deaner) and placebo. Several patients improved with dimethyla- 
minoethanol, whereas several other patients showed increasing 
dyskinesia. The same phenomenon could be observed in the pla- 
cebo group. Tolerance of the compound was very good. Results 
of an additional open study, however, suggest that the adminis- 
tration of dimethylaminoethanol may be tried so long as no 
other means are available to define those patients who will react 
favorably to this medication. 13 references. (Author abstract) 


004628 Kuran, Wlodzimierz. Instytut Psychoneurologiczny, 
Sobieskiego 1/9, 02-957 Warszawa, Poland /Contemporary prob- 
lems in the pharmacological treatment of parkinsonism./ Wspolc- 
zesne problemy farmakologicznego leczenia parkinsonizmu. 
Neurologia i Neurochirurgia Polska. 14(4):427-435, 1980. 


Contemporary problems in the pharmacological treatment of 
parkinsonism are discussed. The aim of the study was to estab- 
lish the pathomechanism emerging as side-effects in levodopa- 
mine treatment and the introduction of drugs modifying or sub- 
stituting levodopamine action in the treatment of parkinsonism. 
Dyskinesis appears as a side-effect in 40% to 65% of the cases 
treated with levodopamine. Several hypotheses suggest that dys- 
kinesis results from the disturbance of neurotransmitters such as 
in the GABA system the serotonergic system, or cholinergic ac- 
tivity. A discussion of drugs used to counteract levodopamine 
side-effects suggests that levodopamine should not be used in 
cases with minimal symptoms. In these cases anticholinergic or 
amantadine drugs should be used, and levodopamine should be 
reserved for cases where the syndrome is strongly developed 
and very severe. 36 references. 


004629 Kuran, Wlodzimierz. Klinika Diagnostyki i Terapii 
Chorob Neurologiczynch, Al. Sobieskiego 1/9, 02-957 
Warszawa, Poland /Present attempts at treating tardive dyskine- 
sia./ Wspolczesne proby leczenia poznych dyskinez. Psychiatria 
Polska. 14(6):627-633, 1980. 


A survey of literature on the present day attempts at treating 
tardive dyskinesia focuses on the fact that the etiology of the 
condition has not been clearly established. Several hypotheses 
are discussed on the pathomechanism of tardive dyskinesia ex- 
plaining the condition as a dynamic disturbance of the balance 
of neurotransmitters, particularly those in striation. Approaches 
to treating the condition are discussed focusing on removing 
neuroleptics from treatment depending on the mental condition 
of the patient, substituting neuroleptics blocking dopaminergic 
receptors, prescribing drugs with an antagonistic effect in rela- 
tion to dopamine, prescribing cholinergic drugs, drugs with 
GABAergic activity, agonistic dopamines, and drugs with anti- 
cholinergic action. An early diagnosis of the condition is en- 
couraged in order to increase the chances of spontaneous remis- 
sion. 40 references. 


004630 Law, William, III; Petti, Theodore A.; Kazdin, Alan E. 
Petti: Western Psychiatric Institute and Clinic, 3811 O'Hara St., 
Pittsburgh, PA 15261 Withdrawal symptoms after graduated ces- 
sation of imipramine in children. American Journal of Psychia- 
try. 138(5):647-650, 1981. 
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In a systematic retrospective study, the charts of 22 depressed 
children on a clinical research unit were reviewed following 
withdrawal from high dose imipramine treatment. Significant 
withdrawal symptoms were found over seven symptom catego- 
ries despite an average tapering period of 6.4 days. These results 
suggest that withdrawal symptoms in children may be much 
more prevalent and intense than previously recognized. 22 refer- 
ences. (Author abstract modified) 


004631 Lawrence, R. C.; Lovering, E. G.; Poirier, M. A.; 
Watson, J. R. Lovering: Drug Research Laboratories, Health 
Protection Branch, Tunney’s Pasture, Ottawa, Ontario KIA 
OL2, Canada Impurities in drugs V: meprobamate. Journal of 
Pharmaceutical Sciences. 69(12):1444-1445, 1980. 


One lot of meprobamate raw material and 28 lots of tablets 
were examined for impurities by thin layer chromatography 
(TLC). All lots contained di-(2-methyl-2-propyl-3-carbamoylox- 
ypropyl) carbonate at levels that ranged between 0.1 and 1.0% 
of the total drug content. Nine lots also contained low levels of 
a second impurity (about 0.1%), and one lot also contained a 
third impurity (about 0.1%). Estimates of the two unidentified 
impurities were based on the assumption of a TLC response 
with furfural/hydrochloric acid spray equivalent to that of me- 
probamate. 7 references. (Author abstract modified) 


004632 Lechat, P.; Lagier, G.; Rouveix, B.; Fontagne, J.; Vin- 
cens, M. 15, Rue de I"=cole-de-Medecine, F-75006 Paris, France 
/Undesirable effects of medicines: a review of several publications 
issued from 1977-1979./ Effets indesirables des medicaments: 
releve de quelques publications parues en 1977-1979. Therapie. 
35(4):483-517, 1980. 


Undesirable side-effects of various medicines as evidenced in 
studies published from 1977-79 are reviewed. The first part of 
the article concerns known undesirable effects, and includes 
neuropsychological effects of amantadine, bismuth, chloral hy- 
drate and cimetidine effects on the skin and blood; effects on the 
heart and blood pressure; and digestive, metabolic, and endo- 
crinal effects. Dangerous combinations also are mentioned: tri- 
cyclic antidepressants combined with monoamine oxidase inhibi- 
tors; diazepam and tricyclic antidepressants; triacetyloleandomy- 
cin and estroprogestatives; and sodium valproate with antiepi- 
leptic drugs. Undersirable effects that seem to have appeared in 
the literature for the first time are cited; these include neuropsy- 
chological effects in migraine sufferers using aspirin. A list of 
products cited is included. 


004633 Litvinova, N. M.; Bobritskaya, Z. M.; Gordiyenko, Zh. 
P.; Gorbatko, L. G. Khar’kovskiy NII nevrologii i psikhiatrii, 
Khar’kov, USSR /Pathophysiological and morphological changes 
in the CNS during long-term administration of haloperidol./ Pato- 
fiziologicheskiye i morfologicheskiye izmeneniya v tsentral’noy 
nervnoy sisteme pri dlitel’nom vvedenii galoperidola. Zhurnal 
Nevropatologii i Psikhiatrii imeni S. S. Korsakova. 81(2):98-102, 
1981. 


Pathophysiological and morphological changes in the CNS 
during long-term administration of haloperidol were studied in 
white rats in relation to the capacity to develop conditioned 
reflex connections. The 79 animals were divided into 5 groups. 
Groups 1, 2 and 3 were given haloperidol (1mg/kg per day) for 
3, 6, and 9 months respectively. Group 4 received increasing 
dosages (1 to 12mg/kg) during the course of a month until the 
appearance of extrapyramidal disorders. Group 5 was a control 
group. Motor defensive conditioned avoidance reflexes were de- 
veloped, and the animals were then decapitated. Sections of the 
sensorimotor cortex and caudate nucleus (7mcm thick) were ex- 
amined. Results show that in groups 1, 2, and 3 haloperidol 
caused function adaptive, dystrophical, and compensatory 


changes in the cytoplasm, nuclei, nucleoli, neurons, and glial 
cells of the somatosensory zone of the cortex and subcortical 
nodes. In group 4 haloperidol caused CNS damage and changed 
forms of compensation. Haloperidol did not significantly affect 
the cortical function of the formation of conditioned reflexes, 
but after 6 months it retarded the fixation of new conditioned 
reflexes. 7 references. (Journal abstract modified) 


004634 Maksimowska, Maria. II Klinika Psychiatrii SL. AM, 
ul. Pyskowicka, 42-690 Tarnowskie Gory, Poland /An unusual 
case of thioridazine and levomepromazine dependence./ Szcze- 
golny pryzypadek uzaleznienia od tiorydazyny i tisercyny. Psy- 
chiatria Polska. 14(5):547-548, 1980. 


An unusual case of thioridazine and levomepromazine de- 
pendence is described. The 49-year-old S reported to the clinic 
complaining of insomnia and oversensitivity. He had used thiori- 
dazine and levomepromazine for more than 1.5 years and also 
took 3 tablets of Pfeiffer’s substance every other day. Although 
addiction to these drugs has not been noted, it must be taken 
into account when prescribing them, particularly to alcoholics 
and drug addicts. 7 references. 


004635 Marriott, Peter; Pansa, Monika; Hiep, Albert. Mel- 
bourne Clinic, PO Box 194, Richmond 3121, Australia Depot 
fluphenazine maintenance treatment and associated 
changes. Comprehensive Psychiatry. 22(3):320-325, 1981. 


The relationship between depot fluphenazine maintenance 
treatment and weight change was examined in 110 patients re- 
maining on fluphenazine decanoate for 2 years of continuous 
treatment at the Melbourne Depot Neuroleptic Clinic. It was 
found that 74.5% of all patients maintained a stable weight, 
14.5% gained over 3 pounds, and 10.9% decreased their weight 
by more than 3 pounds. It was not possible to demonstrate a re- 
lationship between weight gain and time in treatment or dosage 
level. Both antiparkinsonian and tricyclic antidepressant drugs 
may play a role in weight change: 42% of Ss in the weight loss 
group were prescribed antidepressants, as compared to 13% and 
17% in the weight gain and no change group, respectively; 
almost all those in the weight gain group (94%) had been pre- 
scribed antiparkinsonian drugs at some point during the study, 
as compared to 58% and 61% of the weight loss and stable 
groups. 12 references. 


004636 Matsunaga, Fumiyasu; Akiyama, Akinori; Fujii, Isao. 
Health Service Center of Nagasaki University, Nagasaki City, 
Japan Two cases of levels of serum CPK. Kyushu Neuro-Psychi- 
atry. 26(2):274-280, 1980. 


Two cases of syndrome malin with high levels of serum cre- 
atine phosphokinase (CPK) were studied. The first case was a 
28-year-old depressed female patient who was rushed to the 
hospital after taking 200mg of levomepromazine and 450mg of 
flurazepam in a suicide attempt. On her third day at the hospital 
the i.m. administration of chlorpromazine (50mg) caused a fever 
of 37.8 degrees C., sweating, finger tremor, and rigidity. Syn- 
drome malin was suspected. The second case was a 32-year-old 
male who had received chlorpromazine for 1 day for catatonic 
schizophrenia. When chlorpromazine (170mg) was replaced by 
oxypertine (240mg) and pimozide (3mg), he suffered from hy- 
perpyrexia, sweating, and rigidity. In both cases the condition 
improved when the drugs were aiscontinued and intravenous in- 
fusion was given. It is concluded that the early detection of pro- 
dromal symptoms and elevated serum CPK will help prevent 
syndrome malin caused by neuroleptics. 20 references. (Author 
abstract modified) 


004637 Mattsson, Ake; Seltzer, Ronni L. Dept. of Psychiatry, 
New York University Medical Center, 550 First Ave., New 


York, NY 10016 MAOI-induced rapid cycling bipolar affective 
disorder in an American Journal of Psychiatry. 
138(5):677-679, 1981. 

The likely inducement of a rapid cycling bipolar disorder in 
an adolescent treated with a monoamine oxidase inhibitor 
(MAOI) for unipolar depression is reported. The case report 
strongly suggests such an inducement in Ss prone to affective 
illness due to pubertal (biological as well as adolescent reactive) 
factors. The symptoms seemed to be preciptated by administra- 
tion of phenelzine and lithium carbonate proved effective in pre- 
venting further cycling after about 5 weeks of administration. 
affective cycling induced by tricyclic antidepressants in 

references. 


004638 Mauguiere, F.; Dalery, J.; de Villard, R.; Courjon, J. 
Service d’electroencephalographie, Hopital neurologique, 59, 
boulevard Pinal, F-69003 Lyon, France Transient hyperkinesia 
after a single intravenous perfusion of diphenylhydantoin: report 
of a case associated with nontoxic plasma levels of diphenylhydan- 
toin. European Neurology. 18(2):116-123, 1979. 


Transient hyperkinesia was observed in a 16-year-old epilep- 
tic, mentally retarded boy after a single i.v. perfusion of diphen- 
ylhydantoin (DPH). Serum DPH levels were not in the toxic 
range, and the usual symptoms of DPH intoxication (nystagmus 
and cerebellar dysfunction) were not present. Neuroradiological 
examination revealed no anatomical damage to the basal ganglia. 
Homovanillic acid (HVA) concentration in the cerebrospinal 
fluid was low, but 5-hydroxyindoleacetic acid (5-HIAA) con- 
centration was normal 6 hours after the onset of choreothetosis. 
Both metabolites were within normal range 2 months later. Re- 
sults are discussed in relation to cerebral monoamine metabolism 


in drug treated epileptic patients. 19 references. (Author abstract 
modified) 


004639 McIntyre, Iain M.; Burrows, Graham D.; Norman, 
Trevor R.; Dumovic, Peter; Vohra, Jitu. Dept. of Psychiatry, 
University of Melbourne, Melbourne, Australia Plasma nomifen- 
sine concentration: cardiological effects and clinical response. In- 
ternational Pharmacopsychiatry. 15(6):325-333, 1980. 
Cardiological effects of nomifensine were studied in 10 endo- 
genously depressed inpatients receiving up to 200mg/day for 3 
weeks. No significant cardiac effects were observed using His’ 
bundle electrography and electrocardiocraphy. Nine of the 10 
patients showed a significant recovery from their depressive ill- 
ness. Plasma nomifensine concentrations at day 22 were not cor- 
related with clinical response, blood pressure, or electrocardio- 
graphic parameters. A negative correlation between A-H inter- 
val in the His’ bundle electrogram and day 22 nomifensine con- 
centration was observed. 25 references. (Author abstract) 


004640 Mendis, N.; Pare, C. M. B.; Sandler, M.; Glover, Vi- 
vette; Stern, G. M. Sandler: Bernhard Baron Memorial Re- 
Lab., Queen Charlotte’s Maternity Hospital, London W6 
England Is the failure of (-)deprenyl, a selective monoa- 
oxidase B inhibitor, to alleviate depression related to free- 

~ 4 from the cheese effect? Psychopharmacology. 73(1):87-90, 


The selective monoamine oxidase (MAO) B inhibitor (-)de- 


however, in drug treated patients challenged IV with tyramine. 
There is evidence to suggest that this cheese effect, a facilitated 
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due to the access of traces of tyramine to the CNS, is a prereq- 
uisite for any therapeutic benefit obtainable with the MAO in- 
hibitory drugs in general. 40 references. (Author abstract) 


004641 Moore, David P. Dept. of Psychiatry, University of 
Louisville, Box 35070, Louisville, KY 40232 A case of petit mal 
epilepsy aggravated by lithium. American Journal of Psychiatry. 
138(5):690-691, 1981. 


A case report on the effect of lithium on the frequency of 

it mal seizures is presented and the relevant literature is brief- 
ly reviewed. The case history demonstrates that lithium may 
dramatically increase such seizures and that it should be careful- 
ly monitored on an inpatient basis when given to an epileptic 
patient with an affective disorder. 6 references. 


004642 Nachtman, V.; Nosek, I.; Polacek, J. Interni oddeleni 
nemocnice OUNZ, 509 01 Nova Paka, Czechoslovakia /A case 
of acute agranulocytosis during treatment with clozapine./ Pripad 
akutni agranulocytozy v prubehu lecby clozapinem. Ceskoslo- 
venska Psychiatrie. 76(6):393-398, 1980. 


The case of a 47-year-old patient suffering from paranoid 
schizophrenia in whom the syndrome of acute agranulocytosis 
appeared after treatment with clozapine (Leponex) is consid- 
ered. The syndrome appeared on the 26th day after administra- 
tion of 8.75g of clozapine. The patient was being treated by 
other psychotherapeutic drugs as well, although no complica- 
tions had occurred in the past. After the interruption of psycho- 
therapeutic treatment on the 38th day of hospitalization, a de- 
crease in neutrophils still continued, so that the lowest number 
was found on the 44th day of hospitalization. Normalization was 
achieved on the 5ist day of hospitalization (10th day after the 
administration of prednisone). The need for regular blood analy- 
sis, which is the prerequisite for decreasing mortality from this 
serious complication, is emphasized. 4 references. (Journal ab- 
stract modified) 


004643 Nagy, Brian R.; Dillman, Carl E., Jr. Elmira Medical 
Arts Center, Elmira, NY 14901 Case report of unusual diazepam 
abstinence syndrome. American Journal of Psychiatry. 
138(5):694-695, 1981. 


A case study is presented of the unusual diazepam abstinence 
syndrome, in which the diagnosis clearly seemed to be diazepam 
withdrawal but the symptoms lasted an extended period of time 
(30 days). The patient also initially became sleepy when diaze- 
pam was given rather than having a clearer sensorium, and the 
symptoms showed no clear cross-tolerance with pentobarbital. 
The findings should facilitate earlier diagnosis of this syndrome 
and may encourage drug therapy that is appropriate and ade- 
quate in dosage. 10 references. 


004644 Olajossy, Marcin. Klinika Psychiatrii, Akademia Me- 
dyczna, Abramowicka 2, 20-442 Libiin, Poland /Tardive dyskin- 
esia: problems of pathogenesis, therapy, and prevention./ Pozne 
diskinezy: zagadnienia patogenezy, leczenia i zapobiegania. Psy- 
chiatria Polska. 14(6):621-625, 1980. 


A survey of literature on the pathogenesis, therapy, and pre- 
vention of tardive dyskinesia focuses on its emergence during 
the prescription of high doses of neuroleptics. In addition the 
effect is also noted in cases of long-term treatment with L-dopa. 
It has been noted that a decisive majority of tardive dyskinesia 
cases are associated with schizophrenia. Among the factors that 
serve as determinants seem to be sex (women appear to be more 
susceptible), age (particularly after the age of 60), the dosage of 
the drug, the extent of organic damage, and changes in EEG 
readings. A prognosis is unavailable due to lack of objective 
data on tardive dyskinesia; however, it is suggested that patients 
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limited double-blind trial conducted in depressive patients. Its 

relative freedom from the so called cheese effect was confirmed, 

distinct from MAO inhibition proper. Thus, it is conceivable 

that its central counterpart, an enhanced noradrenaline release 
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should be carefully controlled with the emergence of the first 
symptoms. 30 references. 


004645 Orr, Martha Lane. Rogosin Kidney Center, New York 
Hospital, New York, NY 10021 Drugs and renal disease. Ameri- 
can Journal of Nursing. 81(5):969-971, 1981. 


The principles guiding medication use in patients with serious- 
ly compromised renal function are discussed. These principles 
are based primarily on alterations in the absorption, distribution, 
metabolism, and excretion of drugs, alterations that are either 
directly or indirectly related to the renal impairment. The aim is 
to avoid or quickly counteract the toxic side-effects of such 
drugs as narcotics, barbiturates, and sedatives in uremic patients. 
Confounding problems include extra sensitivity to drugs among 
these patients, conflicting therapeutic requirements, and compli- 
cations of dialysis. 


004646 Petrie, William M. Dept. of Psychiatry, Vanderbilt Uni- 
versity Medical School, Nashville, TN 37216 Sexual effects of 
antidepressants and psychomotor stimulant drugs. Modern Prob- 
lems of Pharmacopsychiatry. 15:77-90, 1980. 


Research on sexual dysfunction occurring in mental disorders 
as a result of treatment with antidepressant and stimulant drugs 
is reviewed. It is reported that such dysfunction is most 
common in depression and is manifested as a loss of sexual inter- 
est, impotence, and a decline in the frequency of intercourse. 
The antidepressant drugs have been demonstrated to improve 
sexual function, but to also have adverse effects as a result of in- 
terference with peripheral cholinergic and adrenergic function. 
MAO inhibitors have also been found to ameliorate depression 
related dysfunction, espcially by improving sperm count and 
sperm motility and by having a clinical effect in moderate oligo- 
spermia. Research on the stimulant drugs has indicated a wide 
variety of sexual effects, most dramatic of which is the increase 
in sexual arousal reported by many users. Increases in sexual ac- 
tivity and perversion have also been reported. Due to the high 
rate of predrug sexual aberration and the nonspecific nature of 
stimulant arousal, caution is urged in postulating a direct effect 
on sexuality by these compounds. 62 references. 


004647 Reid, William H.; Arkfeld, Dean Francis. Nebraska 
Psychiatric Institute, 602 South 45th Street, Omaha, NE 68106 
Psychotropic medications and glaucoma. Hillside Journal of Clini- 
cal Psychiatry. 2(2):217-221, 1980. 


Studies investigating the relationship between psychotropic 
drugs and glaucoma are reviewed. The autonomic effects of 
psychotropics have been related to a potential for precipitating 
or exacerbating glaucoma. This is particularly true in the case of 
angle closure glaucoma. It is concluded that antiglaucoma medi- 
cations and ophthalmological examinations can eliminate prob- 
lems in almost all cases. 10 references. 


004648 Rektor, L.; Blazek, J. PL KUNZ, Huskova 2, 600 00 
Brno, Czechoslovakia /Results of treatment by Moditen depot in 
outpatients’ wards in the South Moravian Region./ Vysledky 
liecby Moditenom depot v ambulanciach Juhomoravskeho kraja. 
Ceskoslovenska Psychiatrie. 76(6):369-375, 1980. 


Results of depot fluphenazine treatment, especially with 
schizophrenic outpatients, in Czechoslovakia’s South Moravian 
Region, were assessed in 1978. Based on 675 cases, it was found 
that an average of 40% of the patients returned to work, and 
there was a decline in relapses and rehospitalizations. The most 
frequent side-effects were Parkinson’s syndrome manifested by 
akathisia, inhibition, and hypomimic activity. Dyskinesias were 
rarely observed. It is proposed that the frequent occurrence of 
extrapyramidal symptomatology is connected with individual 
tolerance and the added complication of medication with other 


neuroleptics. Parkinson’s syndrome was successfully treated by 
antiparkinsonian drugs and only rarely required hospitalization 
or discontinuance of treatment. Prophylactic medication by anti- 
parkinsonian medications is not recommended; however, the 
need for regular control of the patient by the attending physi- 
cian or psychiatrist to determine other side-effects or psycho- 
therapeutic or sociotherapeutic complications is noted. It is pro- 
posed that outpatient treatment with depot fluphenazine be con- 
tinued by the Regional Institute of National Health in Brno as 
part of the psychiatric program. 10 references. (Journal abstract 
modified) 


004649 Reynolds, Edward H. Institute of Psychiatry, De Cre- 
spigny Park, Denmark Hill, London, England Anticonvulsants 
and mental symptoms. Acta Neurologica Scandinavica. 62(Suppl. 
80):46-52, 1980. 


Evidence is reviewed which suggests that anticonvulsant 
drugs and their various metabolic effects, especially on a long- 
term basis, contribute significantly to psychological (mental) 
problems in epileptic patients. The effects of drugs such as 
phenobarbitone and phenytoin include impairment of drive, 
mood, concentration, and sociability. Current knowledge con- 
cerning mental function in epileptic patients is specifically re- 
viewed in relation to blood levels of the various anticonvulsants 
and in relation to the metabolic consequences of chronic ther- 
apy, particularly folate deficiency, monoamine metabolism, and 
hormone metabolism. The need for continued research in this 
neglected field is emphasized. 27 references. 


004650 Reynolds, Philip C.; Som, Constance W.; Herrmann, 
Paul W. Institute of Forensic Sciences, Oakland, CA 94609 Lox- 
apine fatalities. Clinical Toxicology. 14(2):181-185, 1979. 


Two cases of suicidal ingestion of the antipsychotic drug lox- 
apine are reported. Investigations indicated that one patient may 
have ingested 2500mg loxapine. In the second patient, 2900mg 
loxapine were found in the stomach after death. 7 references. 


004651 Roffman, M.; Cordasco, F.; Kling, A. Dept. of Psychia- 
try, CMDNJ-Rutgers Medical School, Piscataway, NJ Apomor- 
phine-induced stereotypy in mature and senescent rats following 
cessation of chronic haloperidol treatment. Communications in 
Psychopharmacology. 4(4):283-286, 1980. 


Apomorphine-induced stereotypy in mature and senescent rats 
was studied following cessation of chronic haloperidol treat- 
ment. After chronic haloperidol treatment, senescent rats exhib- 
ited significantly more apomorphine-induced stereotypy than 
did similar rats chronically treated with saline. The intensity of 
this stereotypy was less than that exhibited by mature rats that 
were chronically treated with haloperidol. Similarly, senescent 
rats chronically treated with saline exhibited less apomorphine- 
induced stereotypy than mature rats comparably treated. How- 
ever, after chronic haloperidol, the percent change in stereotypy 
from respective control was greater for the senescent rats than 
the mature rats. These data suggest that senescent rats were 
more sensitive to the effects of chronic antipsychotic treatment 
than mature rats and support clinical observations of increased 
sensitivity of tardive dyskinesia in the elderly. 9 references. 
(Author abstract modified) 


004652 Rondot, P.; Bathien, N. Service de Neurologie, Faculte 
de Medecine Cochin-Port-Royal, Hopital Sainte-Anne, 1, rue 
Cabanis, Paris 14eme, France /Abnormal movements induced by 
psychotropic drugs./ Mouvements anormaux induits par les me- 
dicaments psychotropes. Encephale. 5(1):41-48, 1979. 


Abnormal movements that are related to various physiopatho- 
logical mechanisms induced by psychotropic drugs are dis- 


cussed. Blockage of dopaminergic receptors provokes neurolep- 
tic parkinsonian tremor. Neuroleptic-induced tardive dyskinesia 
is similar to abnormal movements caused by L-Dopa. However, 
tardive dyskinesia is due to a hypersensibility of dopaminergic 
reactors which has a chemical effect on afferent impulses, while 
L-Dopa dyskinesia is probably related to altered responsiveness 
of these receptors due to an increase in dopaminergic receptor 
sensitivity. Antidepressants, particularly lithium, provoke tremor 
which is improved by beta-blockers; it is probably caused by ab- 
normal sensitivity to beta-noradrenergic receptors. 17 refer- 
ences. (Journal abstract modified) 


004653 Ruff, Robert L.; Kutt, Henn; Hafler, David. Dept. of 
Medicine, Div. of Neurology RG 20, University of Washington, 
Seattle, WA 98195 Prolonged benzodiazepine coma. New York 
State Journal of Medicine. 81(5):776-777, 1981. 


A case of prolonged coma in a 48-year-old woman, following 
a suicidal overdose of flurazepam and chlordiazepoxide, is de- 
scribed. These agents belong to the benzodiazepines, a widely 
used class of drugs which rarely cause prolonged coma in drug 
overdose. The 10 day duration of the coma, the complete loss of 
cranial nerve reflexes, and the extreme cardiovascular and respi- 
ratory depression seen in this case reflect the magnitude of the 
patient’s drug ingestion. The patient completely recovered. The 
importance of careful medical management of severe sedative- 
hypnotic overdose is discussed. 8 references. (Author abstract 
modified) 


004654 Schubert, Daniel S. P. Dept. of Psychiatry, Cleveland 
Metropolitan General Hospital, 3395 Scranton Road, Cleveland, 
OH 44109 Hostility production as a common feature of anti-anxi- 
ety agent action. Journal of Psychiatric Treatment and Evalua- 
tion. 1(2):43, 1979. 


A case is presented in which treatment of imipramine-induced 
anxiety with hydrozine (25 to 50mg given concomitantly with 
imipramine, three to four times daily) produced hostility. Hy- 
drozine seems similar to the benzodiazepines in reducing anxi- 
ety, and similarly may produce hostility. Limbic cholinergic in- 
hibition may account for the release of hostility found both with 
the antihistamine, hydrozine, and with some benzodiazepines. 
Considering the parallel action of these two anxiolytics, anxiety 
and hostility may reflect the same process in some patients: 
inward turned hostility may produce anxiety in some individuals 
and depression in others. The possible contributions of this in- 
duced hostility in psychotherapy are noted. 4 references. 


004655 Scully, Robert E.; Galdabini, James J.; McNeely, Betty 
U. Massachusetts, General Hospital, Boston, MA 02114 /The 
role of lithium in the of interstitial nephritis: a case 
history./ Case 17-1981. New England Journal of Medicine. 
304(17):1025-1032, 1981. 


The case history of a 29-year-old man on lithium therapy for 
manic-depressive illness who suffered renal failure is reported. It 
is concluded that the patient had chronic interstitial nephritis. 
Although the lithium therapy may have contributed to the renal 
damage, it is found that the lesion is nonspecific and that a 
causal agent cannot be defined. Circumstantial evidence, howev- 
er, suggests that lithium therapy was a factor. The need for 
careful study of patients on lithium therapy in whom renal in- 
sufficiency develops is pointed out. 48 references. 


004656 Sethi, B. B.; Prakash, Rudra; Sharma, Mukul; Sahai, J. 
Dept. of Psychiatry, K. G.’s Medical College, Lucknow, India 
induced mania, Indian Journal of Psy- 


Tricyclic anti-depressant 
chiatry. 22(4):378-383, 1980. 


Four cases of monopolar depression are reported in patients 
who developed manic features for the first time while on tricy- 
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clic antidepressant therapy. The phenomenon is viewed as tricy- 
clic antidepressant-induced mania. The manic symptoms oc- 
curred late in therapy with moderate doses of tricyclic anti- 
depressants (125 to 150mg per day) and were easily controlled 
with antipsychotic medication. Factors relating to age of pa- 
tients, metabolic products of tricyclic an tidepressants, and cen- 
tral noradrenergic and dopaminergic systems are considered im- 
portant and their role is discussed. 22 references. (Author ab- 
stract modified) 


004657 Shader, Richard I.; Elkins, Robert. Dept. of Psychiatry, 
Tufts Medical School, 171 Harrison Ave., Boston, MA 02111 
The effects of antianxiety and antipsychotic drugs on sexual be- 
havior. Modern Problems of Pharmacopsychiatry. 15:91-110, 
1980. 


Research on the effects of antianxiety and antipsychotic 
agents on human sexual behavior is reviewed, and possible 
mechanisms of action derived from animal studies are discussed. 
It is reported that little is known about the effects of these drugs 
on sexual feelings and behavior, and that potential adverse ef- 
fects, as well as possible treatments, can be suggested. Findings 
are presented from studies of the manner in which the com- 
pounds may influence sexual behavior; effects on the CNS as 
well as the behavioral pharmacology; and the clinical features of 
these drugs. Since most of the anxioltyic sedatives prescribed 
currently are benzodiazepines, this class of minor tranquilizers is 
emphasized. Some information is also provided on antipsychotic 
agents such as the phenothiazines and on sedative hypnotics. 
Topics include the usefulness of the benzodiazepines in the dis- 
inhibition of sexual behavior in such conditions as erectile dys- 
function; aspermia associated with use of antipsychotic drugs; 
the neuroleptic-induced Kluver-Bucy syndrome; the use of neur- 
oleptics in treating sex offenders; ejaculatory problems caused 
by sedative hypnotics and anxiolytic agents; neuroleptic treat- 
ment of vaginismus; and systematic drug desensitization in the 
treatment of frigidity and other mixed sexual dysfunctions. 103 
references. 


004658 Shaywitz, Sally E.; Cohen, Donald J.; Shaywitz, Ben- 
nett A. Learning Disorders Unit, Dept. of Pediatrics, 333 Cedar 
St., New Haven, CT 06510 Behavior and learning difficulties in 
children of normal intelligence born to alcoholic mothers. Journal 
of Pediatrics. 96(6):978-982, 1980. 


Children referred to a learning disorders unit of a hospital 
were evaluated for indications of prenatal exposure to ethanol. 
In a total population of 87 children, 15 were found to have a 
history of maternal heavy drinking during pregnancy. The 11 
boys and 4 girls ranged in age from 6.5 to 18.5 years. Birth- 


~ weights ranged from 1,580 to 3,150 gm, with a median weight 


of 2,213 gm. All growth measurements were affected. The chil- 
dren had a continuum of dysmorphic features of fetal alcohol 
syndrome (FAS), with an inverse relationship between age of 
presentation and intensity of dysmorphic features. All Ss had in- 
telligence in the average range, yet experienced persistent aca- 
demic failure. All shared problems of activity and attention reg- 
ulation. The findings suggest a continuum of teratogenic effects 
of ethanol on the CNS. It is concluded that alcohol exposure in 
utero may be an important, preventable determinant of attention 
deficit syndromes in childhood. 20 references. (Author abstract 
modified) 


004659 Siever, Larry J.; Cohen, Robert M.; Murphy, Dennis L. 
NIMH, Bldg. 10, Room 3D41, Bethesda, MD 20205 Antidepres- 
sants and alpha2-adrenergic autoreceptor desensitization. Ameri- 
can Journal of Psychiatry. 138(5):681-682, 1981. 


The hypothesis that antidepressant treatment alters alpha2- 
adrenergic responsivity in man was tested by administering 
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clonidine before and after antidepressant medication to two Ss 
diagnosed as having major depressive illness. A decrease in the 
magnitude of the clonidine-induced blood pressure fall occurred 
after chronic, but not acute antidepressant treatment. This find- 
ing is the first data in man indicating that clonidine treatment in- 
volves a subsensitization of presynaptic alpha2-adrenergic autor- 
eceptors. 9 references. 


004660 Sklodwoski, Henryk; Chojnacki, Jan; Gorski, Henryk; 
Kocur, Jozef. Instytut Higieny Psychicznej WAM, ul. Aleksan- 
drowska 159, 91-229 Lodz, Poland /An evaluation of the an- 
tianxiety action and side-effects of propranolol./ Ocena skutecz- 
nosci przeciwlekowej i dzialan ubocznych propranololu. Psy- 
chiatria Polska. 14(5):475-480, 1980. 


Propranolol was administered to 35 patients with anxiety neu- 
rosis and to 10 patients with chronic anxiety due to an underly- 
ing condition of encephalopathy to evaluate the efficacy of the 
drug in anxiety states of various etiology. The patients were 
subjected to a series of clinical and laboratory examinations 
aimed at giving the clearest possible objective picture of the dy- 
namics of changes occurring during the morbid process. Pro- 
pranolol was found to be an effective anxiolytic agent at rela- 
tively low dosages, and it also improved intellectual efficiency 
and memory. Side-effects were mild, infrequent, and easily con- 
trolled. 15 references. (Journal abstract modified) 


004661 Swartz, Conrad Melton; Holkesvick, Reid. Dept. of 
Psychiatry, University of Iowa Hospitals and Clinics, 500 
Newton Road, Iowa City, IA 52242 Mitigating acute skin rashes 
and nausea from lithium. Comprehensive Psychiatry. 22(3):301- 
305, 1981. 


Five cases are presented in which side-effects of an acute skin 
reaction (in one patient) and nausea without high blood levels 
(in four patients) threatened to take precedence over lithium’s 
therapeutic effects. In the first case, the allergic reaction was 
successfully treated with hydroxyzine. In the remaining cases, 
patients with nausea related side-effects could be classified as 
pH sensitive or lithium ion sensitive. Use of lithium citrate syrup 
giving many small doses, and the use of a sustained release lith- 
ium carbonate preparation are possible approaches to the man- 
agement of nausea related side-effects. 5 references. 


004662 Trimble, M. R. National Hospital for Nervous Diseases, 
Queen Square, London WCIN 3BG, England New antidepres- 
sant drugs and the seizure threshold. Neuropharmacology. 
19(12):1227-1228, 1980. 


Studies of the effects of new antidepressant drugs (mianserin, 
nomifensine, and maprotiline) on seizure threshold are reviewed. 
The evidence suggests that not all nonmonoamine oxidase in- 
hibitor antidepressants lower the seizure threshold to the same 
degree. Nomifensine, of the drugs currently available, seems the 
least likely to do so and early clinical trials in patients with epi- 
lepsy suggest it is safe in this condition. 12 references. 


004663 Vartanyan, F. Ye.; Gerchikov, L. I. World Health Or- 
ganization, Geneva, Switzerland /Side-effects and undesirable 
combinations of psychotropic medications./ Pobochnyye reaktsii i 
nezhelatel’nyye kombinatsii psikhotropnykh sredstv. Zhurnal 
Nevropatologii i Psikhiatrii imeni S. S. Korsakova. 80(2):289- 
292, 1980. 


Side-effects and undesirable combinations of psychotropic 
medications are discussed. This subject has become more impor- 
tant because of the increased use of medications, sometimes 
without sufficient medical guidance and control. Undesirable 
side-effects include: general organic disorders, skin disorders, 
gastrointestinal disorders, functional disturbances of the CNS 
and peripheral nervous system, and mental disorders. The topics 
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discussed include: changes in blood pH, disturbances of metabo- 
lism from medications, disturbances of urine excretion from 
medications, and biologically active compounds which have 
psychotropic properties when used in small doses. 20 references. 


004664 Wahlin, Anders; Bucht, G.; von Knorring, L.; Smigan, 
L. Dept. of Internal Medicine, University Hospital of Umea, S- 
901 85 Umea, Sweden Kidney function in patients with affective 
disorders with and without lithium therapy. International Pharma- 
copsychiatry. 15(4):253-259, 1980. 


The ability to concentrate urine was estimated in healthy vol- 
unteers, patients with affective disorders who had never re- 
ceived lithium, and lithium treated patients. Patients with affec- 
tive disorders who had never received lithium were found to 
have significantly lower concentrating capacity than healthy 
volunteers. However, lithium treated patients had still lower 
concentrating capacity and differed significantly from both 
healthy volunteers and from patients who had never received 
lithium. Furthermore, in a subgroup of lithium treated patients 
investigated twice with an interval of 6 months, a progressive 
decrease in concentrating capacity was found, indicating the im- 
portance of lithium therapy. 11 references. (Author abstract) 


004665 Walker, Sandra; Yesavage, Jerome A.; Tinklenberg, 
Jared R. Yesavage: V.A. Medical Center, Palo Alto, CA 94304 
Acute phencyclidine (PCP) intoxication: quantitative urine levels 
and clinical management. American Journal of Psychiatry. 
138(5):674-675, 1981. 


Retrospective data are presented on the management of 100 
patients with phencyclidine (PCP) intoxication (DSM-III cate- 
gory 305.9), and the relationships between such intoxication and 
the patients’ quantitative urine levels of PCP are discussed. The 
use of diazepam did not prolong PCP intoxication and the find- 
ings suggest that neuroleptic and diazepam treatments are safe, 
although there is the possibility of rare drug interactions. The 
quantitative urine PCP levels did not provide clinically useful 
data beyond that which could be obtained from a qualitative 
measure. 5 references. 


004666 Weiss, B. School of Medicine and Dentistry, Rochester 
University, Rochester, NY 14627 Microproperties of operant be- 
havior as aspects of toxicity. Springfield, VA, NTIS, UR-3490- 
1877, 1980. 16 p. 


The role and utility of perturbations in operant behavior as an 
assay system in the fields of pharmacology and toxicology are 
described. (Author abstract modified) 


004667 Woggon, Brigitte. Psychiatrische Universitatsklinik, 
Forschungsabteilung, Postfach 68, CH-8029 Zurich, Switzerland 
/Development of psychopharmacology./ Entwicklungen der Psy- 
chopharmakotherapie. Schweizer Archiv fur Neurologie, Neur- 
ochirurgie und Psychiatrie. 125(2):271-285, 1979. 


Based on experiences during long-term treatment with psy- 
chotropic drugs, the following subjects are discussed: extrapyra- 
midal side-effects of neuroleptic drugs, cardiovascular side-ef- 
fects of antidepressants, side-effects of lithium, interactions with 
other medications, influence on laboratory tests, and psycho- 
pharmacological treatment during pregnancy. 46 references. 
(Journal abstract) 


004668 Yassa, R.; Ananth, J. Douglas Hospital Centre, 6875 
LaSalle Boulevard, Verdun, Quebec H4H 1R3, Canada Lithium 
carbonate in the treatment of movement disorders. A critical 
review. International Pharmacopsychiatry. 15(5):301-308, 1980. 


The efficacy of lithium therapy in the treatment of tardive 
dyskinesia is reviewed. It is noted that most of the published 


papers on this topic are anecdotal and single case reports with 
contradictory results. The well designed studies indicate that 
lithium is useful in certain tardive dyskinesia patients and that 
the red blood cell lithium level may be related to the therapeu- 
tic response. Therefore, on the basis of the available informa- 
tion, it is concluded that routine clinical application of lithium in 
the treatment of tardive dyskinesia is not warranted. However, 
further evaluation of lithium in the treatment of tardive dyskine- 
sia and identification of the responders are extremely useful. In 
addition, as suggested by animal studies, the prophylactic value 
of this agent against tardive dyskinesia is seen as needing explo- 
ration. 32 references. (Author abstract) 


16 METHODS DEVELOPMENT 


004669 Ashton, H.; Marsh, V. R.; Millman, J. E.; Rawlins, M. 
D.; Telford, R.; Thompson, J. W. Clinical Psychopharmacology 
Unit, Dept. of Pharmacological Sciences, University of Newcas- 
tle-upon-Tyne, Newcastle-upon-Tyne, England The use of event- 
related slow potentials of the brain as an objective method to 
study the effects of centrally acting drugs. In: Barber, C., Evoked 

tials. Baltimore, MD, University Park Press, 1980. 614 p. 
(p. 535-538). 


Evidence is presented to show that the event related slow po- 
tential (contingent negative variation, CNV) can be used as an 
objective test for measuring the effects of drugs on brain activi- 
ty in man. The CNV is believed to be a measure of attention or 
arousal and is altered by a number of centrally acting drugs. 
The size of the CNV is consistently increased by stimulant 
drugs, for example, caffeine and pemoline, and decreased by de- 
pressant drugs, for example, nitrazepam and diazepam, in small 
doses which do not produce subjective effects. Cigarette smok- 
ing may increase or decrease the size of the CNV, or sometimes 
both. Nicotine has a biphasic dose related effect on the CNV. 
The CNV can be used as a sensitive, reproducible, quantitative, 
and objective test for studying the central effects of drugs in 
man and it is suggested that this method is a useful addition to 
those already available for the study of psychotropic drugs in 
animals and man. 10 references. 


004670 Bress, William; Ziminski, Kenneth; Long, Walter; Man- 
ning, Thomas; Lukash, Leslie. Nassau County Medical Examin- 
ers Office, East Meadow, NY 11554 Separation of barbiturates 


using reverse-phase thin-layer chromatography. Clinical Toxicol- 
ogy. 16(2):219-221, 1980. 


A procedure for separating barbiturates by reverse phase thin 
layer chromatography (TLC) is described. A spotted TLC plate 
is dipped in mineral oil/petroleum ether and run 15cm in a sol- 
vent of water, methanol, and ammonium hydroxide. After visu- 
alization, the drugs tested showed distinct separation. 10 refer- 
ences. 


004671 Bridge, T. Peter; Rosenblatt, Jack E.; Burbach, Rodney 
V.; Wyatt, Richard Jed. Adult Psychiatry Branch, Division of 
Special Mental Health Research, NIMH, St. Elizabeths Hospi- 
tal, Washington, DC 20032 Saliva benzodiazepine levels and 
clinical outcome in deto: alcoholic patients. Communica- 
tions in Psychopharmacology. 4(5):357-361, 1980. 


Initial application of a recently developed saliva benzodiaze- 
pine radioreceptor assay was completed in a group (n=18) of 
detoxifying alcoholic patients who were treated with benzodia- 
zepines. All patients were evaluated clinically by their treating 
psychiatrist at the initiation and completion of benzodiazepine 
treatment. Saliva benzodiazepine concentrations appeared to dis- 
criminate treatment responders from nonresponders in this 
sample. When separated into responder and nonresponder 
groups based on change of psychopathology scores, the two 
groups have in amount of benzodiazepine present in 
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saliva as well as divergent relationships of psychopathology 
scores, benzodiazepine saliva, and benzodiazepine dosages. 9 ref- 
erences. (Author abstract modified) 


004672 Budd, Robert D.; Walkin, Elisabeth. Rancho Los 
Amigos Hospital, Downey, CA 90242 Mass screening and con- 
firmation of diazepam in urine by EMIT-thin-layer chromato- 
graphy. Clinical Toxicology. 16(2):201-207, 1980. 


A rapid, sensitive, and specific procedure is described for 
mass screening and confirmation of diazepam in urine at levels 
as low as 0.5mcg/mL. Raw urine specimens are screened direct- 
ly by the enzyme multiplied immunoassay technique, and posi- 
tive samples are confirmed by thin layer chromatography. Dia- 
zepam and its metabolites are converted to benzophenones: dia- 
zepam, 3-hydroxydiazepam, and its glucuronide yield 2-methyla- 
mino-5-chlorobenzophenone (MACB); whereas n-desmethyldia- 
zepam, oxazepam, and oxazepam glucuronide yield 2-amino-5- 
chlorobenzophenone (ACB). The two benzophenones are well 
separated by a solvent system of petroleum ether/glacial acetic 
acid and can be detected under ultraviolet light. A specimen re- 
ported positive for diazepam must produce spots for both ACB 
and MACB. 11 references. (Author abstract modified) 


004673 Burke, D.; Sokoloff, H. Sokoloff: Quality Control 
Dept., Hoffman-La Roche Inc., Nutley, NJ 07110 Simultaneous 
high-performance liquid chromatographic determination of chlor- 
diazepoxide and amitriptyline hydrochloride in two-component 
tablet formulations. Journal of Pharmaceutical Sciences. 
69(2); 138-140, 1980. 


A rapid, precise, and accurate high-performance liquid chro- 
matographic procedure was developed for simultaneous deter- 
mination of amitriptyline hydrochloride and chlordiazepoxide in 
two component tablet formulations. The impurities and decom- 
position products of both components were separated, making 
the determination specific for amitriptyline hydrochloride and 
chlordiazepoxide. The method was used for the assay, content 
uniformity, and dissolution testing of dosage forms containing 5 
to 30mg chlordiazepoxide and 12.5 to 75mg of amitriptyline. 6 
references. (Author abstract modified) 


004674 Carroll, Bernard J.; Mukhopadhyay, Sunil; Feinberg, 
Michael. Clinical Studies Unit, Mental Health Research Insti- 
tute, Dept. of Psychiatry, University of Michigan, Ann Arbor, 
MI 48109 Radioimmunoassay of tricyclic antidepressants. Re- 
search Report, NIMH Grant 5RO1-MH-28294, 1980. 14 p. 


The radioimmunoassay (RIA) techniques described by Bruns- 
wick et al (1978) for measuring plasma concentrations of tricy- 
clic antidepressant (TCA) drugs was evaluated. The three basic 
steps in the method are outlined, along with results in the form 
of procedures for antidbody use and RIA quantitation. Data 
were cited on the validity of the assay, along with findings on 
alpha-1 acid glycoprotein concentrations. The results indicate 
excellent recovery and separation of tertiary and secondary 
amine TCA compounds by solvent extraction. The reliability 
and precision of the assay were very good across a wide range 
of TCA concentrations, and the values found by RIA agreed 
closely with those obtained by gas liquid chromatography. 
Overall, the RIA method is seen as having many advantages for 
the quantitation of plasma (TCA) concentrations by small hospi- 
tal laboratories. 6 references. 


004675 Corona, G. L.; Zerbi, F.; Pinelli, P.; Fenoglio, L.; Frat- 
tini, P.; Cucchi, M. L.; Santagostino, G. University Dept. of 
Pharmacology, School of Pharmacy, I-27100 Pavia, Italy Ami- 
triptyline and nortriptyline plasma levels monitoring. Perspective 
in clinical practice. Communications in Psychopharmacology. 
4(4):309-316, 1980. 
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One hundred and twenty depressed female inpatients, treated 
intramuscularly by different amitriptyline dosages, were studied 
to show the relationship between the plasma levels of amitripty- 
line and its metabolite nortriptyline, side-effects, and clinical re- 
sponses. Data were analyzed in terms of dosage and clinical sub- 
groups (neurotic, involutional, manic-depressive). The best 
therapeutic response occurred with 50mg/day dosage in the de- 
pressive neurosis and involutional melancholia groups, while 
comparable results were obtained in manic-depressive illness 
with 150mg/day dosage. As for plasma drug concentrations, the 
neurotic patients showed a more favorable response in the pres- 
ence of lower amitriptyline and nortriptyline plasma levels. No 
significant differences were observed between mean plasma con- 
centration of the responders and nonresponders. It is concluded 
that in some cases, plasma monitoring might prove helpful in 
clinical practice. 18 references. (Author abstract modified) 


004676 Daiguji, Makoto; Meltzer, Herbert Y.; U'Prichard, 
David C. Dept. of Pharmacology, Northwestern Univesity 
School of Medicine, Chicago, IL 60611 Human platelet alpha2- 
adrenergic receptors: labeling with 3H-yohimbine, a selective an- 
tagonist ligand. Life Sciences. 28(24):2705-2717, 1981. 


The high affinity labeling of human platelet alpha2-adrenergic 
receptors with 3H-yohimbine is reported, and the utility of 3H- 
yohimbine as an antagonist probe of platelet alpha2-adrenergic 
receptors is discussed. Binding was rapid and reversible at 25 
degrees C. Both saturation and kinetic experiments indicated a 
single order of binding sites. The 3H-yohimbine site exhibited 
alpha2-receptor specificity: (-)-norepinephrine and (-)-isoproter- 
enol were 4.8 and 330 times less potent than (-)-epinephrine; (-)- 
catecholamines were 17 to 35 times more potent than corre- 
sponding ()-catecholamines; the selective alphal-antagonist pra- 
zosin was 340 times less potent than yohimbine. Catecholamine 
agonists exhibited shallow curves in inhibiting 3H-yohimbine 
binding. 3H-yohimbine labeled fewer platelet sites than did 3H- 
dihydroergocryptine under identical conidtions, and may be a 
more specific and useful antagonist probe of platelet alpha2-re- 
ceptors than 3H-dihydroergocryptine. 45 references. (Author 
abstract modified) 


004677 Elton, R. A.; Tiplady, B. Medical Statistics and Com- 
puting Unit, University of Edinburgh, Edinburgh, Scotland 
Mild, moderate, severe -- the statistical analysis of short ordinal 
scales, Neuropharmacology. 19(12):1239, 1980. 


A modification of the (1946) Wilcoxon stratified sum of ranks 
test, which is designed for use with short ordinal scales such as 
those used for collecting side-effects, or the individual items 
from the Hamilton Rating Scale for depression, stratifying the 
data according to the initial (pretreatment) score on the scale, is 
presented. The test has two important advantages over an un- 
stratified test: 1) it permits meaningful analysis of data where ba- 
seline levels differ markedly; and 2) it allows for the correlation 
of pretreatment and postreatment scores, which may lead to in- 
crease in power. | reference. 


004678 Ghose, K. Lingfield Hospital School, St. Piers Lane, 
Lingfield, Surrey RH7 6PN, England Sympathomimetic amines 
and tricyclic antidepressant drugs. Neuropharmacology. 
19(12):1251-1254, 1980. 


The pharmacological effects of various sympathomimetic 
amines and tricyclic antidepressant drugs were studied by three 
different methods: pressor response test; pupil diameter; and 
hand vein diameter. The pressor response test was observed to 
be the most reliable reproducible, and relatively safe technique. 
Decreased tyramine sensitivity not only correlated with the 
plasma drug concentrations but also with other pharmacodyna- 
mic measurements. Measurements of pupil diameter and dorsal 


hand vein diameter to assess the mydriatic and venoconstrictor 
effects of drugs should be considered in patients with cardiovas- 
cular disorders where systemic pressor amines are contraindicat- 
ed. 14 references. 


004679 Hanin, Israel; Koslow, Stephen H. Dept. of Psychiatry, 
Western Psychiatric Institute and Clinic, 3811 O’Hara St., Pitts- 
burgh, PA 15261 Physico-chemical methodologies in psychiatric 
research. New York, Raven Press, 1980. 265 p. $26.50. 


New physicochemical methodologies in neuropsychiatric re- 
search are reviewed, including high performance liquid chroma- 
tography, radioimmunoassay, radioreceptor assays, gas chroma- 
tography/mass spectrometry, chromosome banding, and fibrob- 
last cultures. The basic principles of each technique are out- 
lined, and the advantages and disadvantages of the new tech- 
niques are considered in relation to alternative methods. Appli- 
cations of each technique to problems in neuropsychiatry are 
described. 


004680 Itil, Turan M. Center for Biological Psychiatry, V.A. 
Health Care Facility, Montrose, NY 10548 Computer-analyzed 
eletroencephalogram to predict the therapeutic outcome in schizo- 
phrenia. In: Baxter, C., Perspectives in schizophrenia research. 
New York, Raven Press, 1980. 445 p. (p. 61-80). 


Specialized EEG investigations with child and adult schi- 
zophrenics, high-risk children, and antipsychotic (neuroleptic) 
drugs suggest that computer analyzed EEGs (CEEGs) can be 
used to predict the therapeutic outcome in schizophrenia, par- 
ticularly when the modality is treatment by pharmaceuticals. 
Based on the test dose procedures which use CEEGs, it may be 
possible to tailor the type of the drug treatment and the dosage 
for each individual patient. A typical CEEG response of a 
schizophrenic patient to a neuroleptic compound indicates that 
this drug is adequately absorbed, properly metabolized, pene- 
trated through the blood-brain barrier, and has noticeable effects 
on the brain function of the patient. The patients known to be 
resistent to neuroleptic drug treatments (therapy-refractory schi- 
zophrenics) do not show a typical neuroleptic response to a test 
dose neuroleptic. In contrast they show a response which is sim- 
ilar to that seen after psychostimulant administration in normal 
subjects. A discussion of the paper follows. 41 references. 
(Author abstract modified) 


004681 Jatlow, Peter. Dept. of Laboratory Medicine, Yale- 
New Haven Hospital, 789 Howard Avenue, New Haven, CT 
06504 Therapeutic monitoring of plasma concentrations of tricy- 
clic antidepressants: perspective of the clinical laboratory. Ar- 
chives of Pathology and Laboratory Medicine. 104:341-344, 
1980. 


Therapeutic monitoring of plasma concentrations of tricyclic 
antidepressants (TCAs) is reviewed in relation to the function- 
ing of the clinical laboratory. It is noted that therapeutic ranges 
for plasma concentrations of the TCAs have not been estab- 
lished with the same degree of certainty as for other commonly 
monitored drugs, such as antiepileptic and cardioactive agents. 
Nevertheless, sufficient information is presently available to sug- 
gest that measurement of TCAs in appropriate circumstances 
can be helpful in managing the pharmacotherapy of depressed 
patients. Presently available techniques for measuring TCAs are 
time consuming and costly. Clinical research relevant to under- 
standing the significance of plasma levels, as well as their actual 
clinical application, would benefit from the development of a re- 
liable, relatively convenient, and inexpensive assay. 41 refer- 
ences. (Author abstract modified) 


004682 Javaid, Javaid I.; Pandey, Ghanshyam N.; Duslak, Bar- 
bara; Hu, Hsiang-Yun; Davis, John M. Illinois State Psychiatric 


Institute, Dept. of Research, 1601 West Taylor Street, Chicago, 
IL 60612 Measurement of neuroleptic 


concentrations by GLC and 
radioreceptor assay. Communications in Psychopharmacology. 
4(6):467-475, 1980. 

Drug concentrations in plasma from patients treated with dif- 
ferent neuroleptics were measured by fluorometric and gas 
liquid chromatographic (GLC) methods and compared with 
neuroleptic activity as measured by radioreceptor assay (RRA). 
After treatment with therapeutic doses of thioridazine the re- 
sults obtained by fluorometric assay and RRA correlated 
highly (r=.95, p less than .001). The butaperazine levels meas- 
ured by GLC correlated significantly with RRA values (p less 
than .05), although the correlation was only fair (r=.64). The 
similar values obtained by two methods (RRA/GLC ratio= 1.3) 
would suggest that butaperazine probably does not have many 
active metabolites. Similarly, there was a significant correlation 
(r=.62, p less than .01) for haloperidol levels in plasma, and the 
RRA/GLLC ratio was 1.4. On the other hand, neuroleptic activi- 
ty in plasma after treatment with fluphenazine and trifluopera- 
zine was seven to eight times greater than the drug levels meas- 
ured by GLC. The correlation between the two methods for 
lhenazine was highly significant (r=.85, p less than .001) al- 
was no correlation for trifluoperazine. These re- 
that simultaneous use of GLC and RRA may be 
in studies of neuroleptics and their pharmacologically 
metabolites. 14 references. (Author abstract) 


Jenden, Donald J. School of Medicine, University of 
Los Angeles, CA GC-MS/stable isotopic analyses for 
choline, and their acetyl esters. In: Klein, E., Stable iso- 
New York, Academic Press, 1979. (p. 403-410). 


Rigorous GC-MS methods were developed for the analysis of 
deanol (N,N-dimethylaminoethanol) and choline in the same 


patible with the use of (ethylene-2H4)-choline as a kinetic tracer 
to measure rates of choline uptake and acetylation. These meth- 
ods were used in a reinvestigation of the metabolism and effects 
of deanol on cholinergic mechanisms in rat brain, both in vivo 
and in vitro, and on choline uptake and acetylation in guinea-pig 
myenteric plexus. 40 references. (Author abstract modified) 


004684 Kawashima, Koichiro; Ishijima, Buichi; Yoshimizu, No- 
buhiro; Sato, Fumiaki. Dept. of Pharmacology, Jichi Medical 
School, Minamikawachi-machi, Tochigi-ken 329-04, Japan A 
comparison of radioimmunoassay with spectrophotometry for the 
determination of plasma diphenylhydantoin concentrations. Japa- 
nese Journal of Pharmacology. 30(5):752-755, 1980. 


The precision and accuracy of a new radioimmunoassay 
(RIA) for diphenylhydantoin (DPH) were evaluated. In samples 
obtained from 51 epileptic patients on DPH and phenobarbital 
for more than 1 month, DPH values determined by the RIA 
were significantly correlated with values obtained by spectro- 
photometry. DPH can be determined from a small volume of 
plasma without extraction for the RIA. 11 references. 


004685 Koslow, Stephen H. Biologic Research Section, NIMH, 
Rockville, MD 20857 A quantitative probe for biological psychia- 


Psychopharmacology Abstracts 


try: selected ion monitoring. In: Hanin, I., Physico-chemical 
methodologies in psychiatric research. New York, Raven Press, 
1980. 265 p. (p. 155-170). 


The use of selected in monitoring which combines the resolv- 
ing power of gas chromatography (GC) with the sensitivity and 
specificity of mass spectrometry (MS), to measure endogenous 
and exogenous substances in animals and man is reviewed. With 
GC/MS, it is possible to measure levels of neurotransmitters 
and their metabolites in human cerebrospinal fluid and in dis- 
crete brain nuclei of animals. In psychiatry, GC/MS is used to 
measure plasma levels of drugs and their metabolites to deter- 
mine when therapeutic levels have been attained. Future use of 
GC/MS with stable isotopes and with laser microprobes will fa- 
cilitate studies of molecular mechanisms in situ and in vivo. Ac- 
ceptance of GC/MS technology by the clinical sciences will aid 
in diagnosis, definition of disorders and their etiological mecha- 
nisms, and plasma drug level monitoring in pharmacotherapy. 
56 references. 


004686 Kragh-Sorensen, Per. no address The use of clinical ki- 
netic data in treatment with antidepressant drugs. Acta Psychia- 
trica Scandinavica. 61(Suppl. 280):157-167, 1980. 


The use of clinical kinetic data in treatment with antidepres- 
sant drugs is discussed. It is claimed that determination of 
plasma levels of tricyclic antidepressants in contemporary clini- 
cal psychiatry is of value only for two drugs, nortriptyline (NT) 
and imipramine (IP). The therapeutic plasma concentration 
range defined for these two drugs is valid only for patients suf- 
fering from endogenous depression, and this type of depression 
represents only a minority of patients treated with tricyclic anti- 
depressants. However, in this group of patients, the therapeutic 
effect of tricyclic antidepressants is usually most clearly drug re- 
lated. The need for a better system for classification of depres- 
sive disorders is emphasized. A panel discussion of these topics 
is appended. 27 references. 


004687 Mathis, Donald F.; Budd, Robert D. Rancho Los 
Amigos Hospital, Downey, CA 90242 GLC/TLC analysis of co- 
deine and morphine in urine via derivatization techniques. Clinical 
Toxicology. 16(2):181-188, 1980. 


A procedure for thin layer chromatographic (TLC) and gas/ 
liquid chromatographic analysis of codeine and morphine de- 
rivatives in urine is described. The procedure can be used in 
cases where there is too much interference for TLC analysis as 
free drugs. Codeine and morphine can be detected without in- 
terference at concentrations as low as 0.3mcg/mL. 5 references. 
(Author abstract modified) 


004688 Moss, W. W.; Posey, F. T.; Peterson, P. C. no address 
A multivariate analysis of the infrared spectra of drugs of abuse. 
Journal of Forensic Sciences. 25:304-313, 1980. 


The infrared (IR) spectra of 15 drugs of abuse were analyzed 
for similarity by using techniques of numerical taxonomy. The 
study included six barbiturates (amorbarbital, barbital, butabarbi- 
tal, phentobarbital, phenobarbital, and secobarbital), four am- 
phetamine related compounds (amphetamine, ephedrine, metam- 
phetamine, and phentermine), and five other drugs (cocaine, 
heroin, phencyclidine, phendimetrazine, and diazepam). Three 
character sets were based on increasing numbers (10, 24, and 36) 
of IR peaks. The cluster analysis, principal component analysis, 
and nonmetric multidimensional scaling elements of the program 
system NT-SYS were used to structure taxonomic distances be- 
tween drugs. Best results were obtained from the 36 peak data 
set; ordination diagrams proved to be more visually informative 
than phenograms. Preliminary results from analysis of this set of 
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traction of deanol into chloroform from an aqueous solution ad- 
: justed to pH 11 with lithium hydroxide and saturated with lith- 
ium citrate to maximize the partition coefficient. The aqueous 
solution is then extracted with dipicrylamine to remove the cho- 
line and both fractions are analyzed. The second approach, best 
used in experimental studies, uses bis-(methyl-2H2)-deanol in 
place of labeled compound and analyzed with the same internal 
standards. Choline, deanol, and their O-acetates are quantitative- 
ly extracted into dichloromethane with dipicrylamine and may 
be simultaneously measured. These measurements remain com- 
| 
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drugs indicate that an expanded multivariate approach to drug 
classification may be useful. (Journal abstract) 


004689 Paul, S. M.; Rehavi, M.; Hulihan, B.; Skolnick, P.; 
Goodwin, F. K. Clinical Psychobiology Branch, National Insti- 
tute of Mental Health, 9000 Rockville Pike, Bethesda, MD 
20205 A rapid and sensitive radioreceptor assay for tertiary amine 
tricyclic antidepressants. Communications in Psychopharmaco- 
logy. 4(6):487-494, 1980. 


A rapid and sensitive radioreceptor assay for tertiary amine 
tricyclic antidepressants is described. As psychotropic drugs, in- 
cluding the tricyclic antidepressants, are among the most com- 
monly prescribed agents, and as careful monitoring of the 
plasma concentration of the parent drug and its pharmacologi- 
cally active metabolites can be useful in monitoring compliance 
and in adjusting doses for therapeutic purposes, this method can 
prove useful in clinical management. The method has been ap- 
plied to clinical samples from patients taking imipramine with 
good results. At present, the method is only capable of quanti- 
tating the parent tertiary amine tricyclic antidepressants. 6 refer- 
ences. (Author abstract modified) 


004690 Pearce, Dan; Wiersema, Sandra; Kuo, Margaret; 
Emery, Carole. Forensic Science Services, Office of the Sheriff- 
Coroner, Santa Ana, CA 92702 Simultaneous determination of 
morphine and codeine in blood by use of select ion monitoring and 
deuterated internal standards. Clinical Toxicology. 14(2):161-168, 
1979. 


A select ion monitoring procedure for the simultaneous deter- 
mination of morphine and codeine in blood is described. A gas 
chromatograph/mass spectrometer is coupled with a data 
system, and deuterated morphine and codeine are used as inter- 
nal standards. Inclusion of morphine and codeine in a single 
analysis decreases sample preparation and analysis time. 14 ref- 
erences. 


004691 Pittman, Kenneth A.; Smyth, Robert D.; Mayol, Robert 
F. Bristol Laboratories, Syracuse, NY 13201 Serum levels of bu- 
torphanol by radioimmunoassay. Journal of Pharmaceutical Sci- 
ences. 69(2):160-163, 1980. 


A radioimmunoassay was developed for the analysis of butor- 
phanol in human serum. The procedure involves extraction of 
serum with hexane containing 2% isoamyl alcohol, followed by 
evaporative solvent removal and radioimmunoassay of the re- 
constituted residue. The antibody significantly cross-reacts with 
unidentified butorphanol metabolites but not with the known 
metabolities, hydroxybutorphanol and norbutorphanol. Extrac- 
tion eliminated interference from butorphanol metabolities nor- 
mally present in serum. The antibody also cross-reacts with pen- 
tazocine and cyclazocine, but not with morphine, hydromor- 
phine, oxymorphine, codeine, methadone, or meperidine. After 
i.v. administration of 2mg butorphanol tartrate to male volun- 
teers, serum butorphanol levels declined biexponentially with an 
average terminal half-life of 2.7 hours. 18 references. (Author 
abstract modified) 


004692 Reed, Dwight. Forensic Science Services, 550 N. 
Flower St., Room 201, P.O. Box 449, Santa Ana, CA 92702 
Comparison of spectrofluorometric and GC/MS procedures for 
the quantitation of morphine in blood and brain. Clinical Toxicol- 
ogy. 14(2):169-180, 1979. 


Morphine levels in blood and brain were determined postmor- 
tem by spectrofluorometry and by gas chromatography/mass 
spectrometry (GC/MS). In both blood and brain, morphine 
values obtained by spectrofluorometry were about one half 
those obtained by GC/MS. In 7 of 38 blood samples, morphine 
was detected by GC/MS but not by spectrofluorometry. In 2 of 


55 blood samples analyzed before and after hydrolysis, mor- 
phine was detectable only after hydrolysis. 14 references. 


004693 Robinson, Katherine; Rutterford, Mary G.; Smith, R. 
N. Smith: Metropolitan Police Forensic Science Laboratory, 
109 Lambeth Road, London SE1 7LP, England A sensitive ben- 
zodiazepine radioimmunoassay of broad . Journal of 
Pharmacy and Pharmacology. 32(11):773-777, 1980. 


A benzodiazepine radioimmunoassay that can detect subthera- 
peutic levels of bromazepam, chlordiazepoxide, clobazam, de- 
moxepam, desalkylflurazepam, desmethyldiazepam, diazepam, 
flunitrazepam, lorazepam, medazepam, nitrazepam, oxazepam, 
prazepam, temazepam, and triazolam, is described. The standard 
curve for diazepam has a concentration range of 0 to 2.5mg/ml. 
The assay requires a 75mcl sample and is particularly applicable 
to blood samples of forensic interest that may be hemolysed or 
decomposing. 27 references. (Author abstract modified) 


004694 Smith, Robert C.; Vroulis, George; Misra, Chandra H.; 
Schoolar, Joseph; DeJohn, Charles; Korivi, Prabhavathy; Leela- 
vathi, D. E.; Arzu, Dorita. Section of Biological Psychiatry, 
Texas Research Institute of Mental Sciences, 1300 Moursund, 
Houston, TX 77030 Receptor techniques in the study of plasma 
levels of neuroleptics and antidepressant drugs. Communications 
in Psychopharmacology. 4(6):451-465, 1980. 


The relationship of gas liquid chromotography (GLC) to ra- 
dioreceptor (RR) assay of neuroleptics and antidepressants was 
assessed in schizophrenic and depressed patients. There was a 
moderate but statistically significant relationship between GLC 
and RR assays of haloperidol, but no relationship between RR 
and GLC assays of nortriptyline. Preliminary analysis suggests 
that RR assays of haloperidol did not correlate with clinical re- 
sponse. RR assays of neuroleptics did significantly correlate 
with some side-effects of these medications. There was a signifi- 
cant positive correlation of RR plasma levels and subjective 
side-effects of haloperidol, and a significant negative correlation 
with tardive dyskinesia scores. RR assays of nortriptyline corre- 
lated significantly with cardiovascular side-effects of the medi- 
cation in depressed patients. 11 references. (Author abstract) 


004695 Vitaliano, Peter Paul; Prinz, Patricia; Vitiello, Michael 
V.; Olshan, Andrew; Roehrs, Timothy A. Dept. of Psychiatry 
and Behavioral Sciences, RP-10, University of Washington, Se- 
attle, WA 98195 On the use of repeated measures designs in psy- 
chopharmacology. Psychopharmacology. 72(3):247-249, 1981. 


The use of the repeated measures design in psychopharmaco- 
logy is discussed. Since the test of equal means across repeated 
trials requires an assumption of compound symmetry that is 
often untenable, it can lead to erroneous interpretations. Three 
approaches that can minimize this bias are described based on 
data from a study of the effects of alcohol on growth hormone 
levels. 10 references. (Author abstract modified) 


004696 Woggon, B.; Dittrich, A.; von Luckner, N.; Keller, W. 
Psychiatrische Universitatsklinik Zurich, Forschungsdirektion, 
Postfach 68, CH-8029 Zurich, Switzerland /Study on the stabil- 
ity of the factorial structure of the AMP system during treat- 
ment./ Untersuchung zur Stabilitat der faktoriellen Struktur des 
AMP-Systems im Behandlungsverlauf. International Pharmacop- 
sychiatry. 15(6):350-364, 1980. 


The stability of the factorial structure of the AMP system was 
studied on days 0, 5, 10, and 20 of psychopharmacological treat- 
ments of 396 patients mainly suffering from endogenous psycho- 
ses. The analyzis was based on a reduced item pool of 52 items, 
which occurred on day 20 in at least 10% of patients. For the 
nine factor solution the factorial structure was stable during 


structure during the treatment. On the other hand, the factorial 
structure of the two factor solution was found to be stable on 
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days 0, 5, 10, and 20 without ion. These results should be 
considered when using the AMP system for the documentation 
of syndromes during the course of therapeutic trials. 21 refer- 
ences. (Author abstract) 
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treatment for the apathic, the hallucinatory-disintegrative, and 
the retarded-depressive syndromes as well as for the hostility 
syndrome. The other five AMP syndromes showed no stable 
696 
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004697 Adler, Martin W. Dept. of Pharmacology, Temple Uni- 
versity School of Medicine, Philadelphia, PA 19140 Mini-Sym- 
posium. I. The in vivo differentiation of opiate receptors: introduc- 
tion. Life Sciences. 28(14):1543-1545, 1981. 


Trends in the research literature concerning in vivo differenti- 
ation of opiate receptors are outlined. It is noted that there now 
seems to be general acceptance of opiate receptor heterogeneity, 
although absolute proof is still lacking. Just as specific pharma- 
cological antagonists were necessary to prove mulitple receptors 
in other systems, so are they necessary here. Representative ex- 
amples of in vivo studies that have postulated multiple opiate re- 
ceptors using a variety of tests and species are cited. The need 
for universally understood system of nomenclature for the 
Opiate receptors is emphasized. 20 references. 


004698 Albert, E. Psychiatrisches Landeskrankenh Eich- 
berg, Eltville/Rhein, West Germany /Senile dementia in its still 
guidable initial phase./ Die senile Demenz in ihrem noch lenk- 
baren Initialstadium. Neurologie und Psychiatrie fur die Praxis. 
5:396-401, 1979. 

Aspects for the treatment of senile dementia, which seems to 
be in its final phase and is merging into Alzheimer illness, are 
discussed. Acute, cardiac conditioned symptoms can often be 
observed at the beginning of senile dementia, and can be treated 
with Strophantin. Examples are given from cases which should 
not but do occur in modern nursing facilities. A particular clini- 
cal situation is reported exhibiting illogical thoughtforms, an ex- 
pression which has been used in connection with schizophrenia. 
(Journal abstract modified) 


004699 Avrutskiy, G. Ya. Otdel terapii i reabilitatsii, Moskovs- 
kiy institut psikhiatrii, Ministerstvo zdravookhraneniya RSFSR, 
Moskva, USSR /Changes in the clinical picture and the course of 
psychoses during massive psychoph therapy and the signifi- 
cance of these changes for improvements in psychiatric treat- 
ment./ Izmeneniya kliniki i techeniya psikhozov v itoge masso- 
voy psikhofarmakoterapii i ikh znacheniye dlya sovershenstvo- 
vaniya lechebnoy pomoshchi. Zhurnal Nevropatologii i Psikhia- 
trii imeni S. S. Korsakova. 79(9):1387-1394, 1979. 


Changes in the clinical picture and course of psychoses 
during massive psychopharmacotherapy are discussed in relation 
to the effects of these changes on improvement in psychiatric 
treatment. Significant changes in the clinical picture and course 
of psychoses, the predominance of reduced (outpatient) forms of 
psychoses, the therapeutic lability of psychopathological symp- 
toms, and the necessity for a combination of medicinal and so- 
ciorehabilitational therapy have made it possible to change the 
emphasis from inpatient to outpatient treatment. It is concluded 
that outpatient therapy is desirable both because it is economical 
and because it makes possible the maximum use of the advan- 
tages of medicinal therapy, thereby making it possible to treat 
patients without removing them from their usual social and 
work environment. This sharply increases the effectiveness of 
the treatment. 35 references. 


004700 Axelsson, R.; Ohman, R. no address On monoaminergic 
interaction with behaviour-modifying peptide hormones. Acta Psy- 
chiatrica Scandinavica. 61(Suppl. 280):219-229, 1980. 


The interaction between nervous and hormonal mechanisms 
at the hypothalamic and pituitary level is reviewed in relation to 
the neuroanatomical and biochemical characteristics of this 
region. A model is proposed for the dopamine regulation of pro- 
lactin, in which interindividual differences in sensitivity to neur- 


oleptic drugs can be assessed. A possible method for prediction 
of optimal dosage of neuroleptic drugs is described together 
with a clinical study in which the prolactin response to treat- 
ment of psychotic patients with thioridazine is related to antip- 
sychotic effect. A panel discussion of these topics is appended. 
22 references. 


004701 Ban, Thomas A. Psychiatry Dept., Vanderbilt Universi- 
ty, Nashville, TN 37203 for the aged. Basel, 
Switzerland, S. Karger, 1980. 216 p. $23.50. 


Recent research findings relevant to the clinical management 
of elderly patients manifesting mental or emotional disorders are 
reviewed in detail. Epidemiology, behavioral aspects, and possi- 
ble prevention of aging are discussed. The psychopathology 
found in the elderly is outlined, as well as the pharmacology of 
all drugs commonly used in the treatment of these conditions. 
Pharmacokinetics, adverse effects, and drug interactions are de- 
scribed. A number of drugs being used to influence either cere- 
bral blood flow or brain metabolism in the common chronic 
brain syndromes are discussed. Controversial questions about 
the use of drugs with euphoric properties in the treatment of de- 
mented and dying patients are considered. Over 1,400 references 
are included. 


004702 Ban, Thomas A.; Wilson, William H.; McEvoy, Joseph 
P. Dept. of Psychiatry, Vanderbilt University, 1501 Murfrees- 
boro Road, Nashville, TN 37217 Amoxapine: a review of litera- 
ture. International Pharmacopsychiatry. 15(3):166-170, 1980. 


The literature is reviewed on the new antidepressant amoxa- 
pine, a tricyclic dibenzoxazepine compound, the demethylated 
metabolite of the neuroleptic loxapine. In animal pharmacologi- 
cal studies, amoxapine has shown striking similarities to imipra- 
mine. In contrast to the prototype antidepressant drug, howev- 
er, amoxapine does not interact with serotonin. In 10 uncon- 
trolled clinical trials, amoxapine was shown to have antidepres- 
sant effects in the dosage range of 100 to 300mg/day. This was 
verified in 10 published standard, and placebo and standard con- 
trolled clinical studies in which amoxapine was superior to pla- 
cebo and equal in overall therapeutic efficacy to imipramine and 
amitriptyline. Side-effects were similar to those of the reference 
drugs. 21 references. (Author abstract modified) 


004703 Berger, Philip A.; Davis, Kenneth L.; Hollister, Leo E. 
Veterans Adminstration Hospital, Palo Alto, CA 94304 Cholino- 
mimetics in mania, schizophrenia, and memory disorders. In: Bar- 
beau, A., Nutrition and the brain. New York, Raven, 1979. v.5. 
(p. 425-441). 

The use of cholinomimetics in manic psychosis, schizophrenia, 
and senile dementia is reviewed. Evidence is presented that 
short acting cholinomimetics, particularly the acetylcholinester- 
ase inhibitor physostigmine, produce a transient reversal of the 
symptoms of mania. In addition, both short and longer acting 
cholinomimetics are sometimes reported to cause depression in 
Ss without mania. Taken together, these findings suggest that a 
relatively nontoxic, long acting, cholinomimetic-like choline or 
lecithin should be given a trial in patients with mania. Although 
neuroleptics were found to be superior to choline chloride in 
the treatment of schizophrenia, choline chloride was associated 
with modest improvement of some symptoms in most patients. 
Since manic patients may also respond to cholinomimetics, pa- 
tients with schizoaffective schizophrenia, manic type, may be 
the best Ss for further trials of long acting cholinergic agents. 
Human studies with anticholinergics and cholinomimetics sug- 
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gest that the long-term memory process of storage, and perhaps 
retrieval, can be improved by cholinomimetics. However, ad- 
ministration of variable dosages of choline chloride to Alz- 
heimer’s patients and normal elderly Ss with minor memory im- 
pairment have yielded inconclusive results. 105 references. 


004704 Buckalew, L. W.; Ross, Sherman; Starr, B. James. 
Dept. of Psychology, Alabama A&M University, Normal, AL 
35762 factors in drug effects: placebo personality. 
Psychological Reports. 48(1):3-8, 1981. 

Evidence relating to personality correlates of responsivity to 
placebos is reviewed. It is concluded that a trait model of re- 
sponsivity is largely unsubstantiated, and that other nonspecific 
factors of drug effects may be more influential in reactions to 
placebos. Evaluation of measures of response to placebos and 
methodological issues is needed. Potential neurochemical sub- 
strates for the action of placebos are suggested as being promis- 
ing. 44 references. (Author abstract modified) 


004705 Bunney, W. E., Jr.; Tallman, J. F. Section on Psychia- 
try, Biological Psychiatry Branch, NIMH, 9000 Rockville Pike, 
Bethesda, MD 20205 New biological research relevant to anxiety. 

iatrie Neuro-Psychopharmakologie. 13(5):273- 
276, 1980. 

Through a review of new biological research with both ani- 
mals and man of the physiology and mode of action of the most 
effective anxiolytic drugs (the benzodiazepines (BDZs)), a better 
understanding of anxiety is attempted. The following areas are 
discussed: the discovery of brain receptors for BDZs (these 
binding sites may mediate the pharmacological activity of the 
BDZzs, the action of BDZ, the possible enhancement by BDZ of 
the inhibitory neurotransmitter GABA, the search for endog- 
enous BDZ in the brain, the criteria for defining a BDZ recep- 
tor in the brain, and the possible role of the locus coeruleus in 
anxiety. Chlordiazepoxide and diazepam are the most widely 
used BDZs for treating anxiety. Four distinct behavioral proper- 
ties of BDZ in man include: anticonvulsant, muscle relaxant, 
sedative/hypnotic, and anxiolytic (which may result from a 
combination of the former three properties). Evidence is pro- 
vided that BDZ may produce alterations in the postsynaptic re- 
sponse to GABA, that BDZ modulates GABA mediated syn- 
apse events and potentiates GABAergic inhibition in the central 
nervous system. Potential applications of the discovery of a 
binding site for BDZ in the brain and research concerning pi- 
peroxane, an alpha-adrenergic blocker which increases anxiety, 
are discussed. 25 references. 


004706 Bush, Patricia J. no address Drugs, alcohol and sex. 
New York, Richard Marek, 1980. 287 p. $12.95. 


The influences of drugs and alcohol on sexual desire, per- 
formance, activity, and experience are described. The possibili- 
ties of affecting sex life through the use of aphrodisiacs, pre- 
scribed and over the counter medicines, oral contraceptives, and 
recreational drugs (alcohol, marihuana, cocaine, amphetamine, 
volatile inhalants, barbiturates, heroin, and psychedelics) are dis- 
cussed. Drug effects on libido, on potency, on orgasm, on ejacu- 

ion, and on the reproductive system are presented in an ap- 
pendix. 


004707 Coppen, A.; Al-Yassiri, M. M.; Briley, M. S.; Burgess, 
C. E.; Clements-Jewery, S.; Davies, B.; Leonard, B. E.; Mont- 
gomery, S. no address Do we need any more antidepressants? 
Neuropharmacology. 19(12):1201-1206, 1980. 

A roundtable discussion on the need for more antidepressants 
is presented. Topics discussed include: the need for more precise 
knowledge of the pathophysiology of depressive disorders; the 
relative efficacy of the first and second generation antidepres- 
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sants; bridging the gap between animal studies and the clinical 
use of antidepressant drugs; the importance of side-effects for 
compliance; cross-cultural aspects of psychopharmacology; 
changes in receptor sensitivity; and prescription patterns of var- 
ious antidepressants. 


004708 Cowdry, Rex W.; Goodwin, Frederick K. Clinical Psy- 
chobiology Branch, NIMH, 9000 Rockville Pike, Building 10, 
Room 48239, Bethesda, MD 20014 Biological and physiological 

of drug response. (Unpublished paper). Bethesda, MD, 
NIMH, 1979. 65 p. 


Research on biological drug response predictors in the major 
psychiatric syndromes is reviewed in the hope of establishing a 
more rational and integrated approach to pharmacologic treat- 
ment of mental disorders. A conceptual model for exploring in- 
terrelationships in psychobiology is described which emphasizes 
the three main spheres of information about an individual pa- 
tient: clinical variables, biological findings, and pharmacologic 
response. An underlying biological current involving monoa- 
mine neurotransmitter mechanisms is identified in much of the 
research, and a pathogenetic model for psychiatric syndromes 
based on the amine hypothesis is described, along with the ef- 
fects of pharmacologic agents on monoamine systems. Two 
types of biological predictors are identified (pretreatment factors 
and those that are made during treatment), and these are used to 
examine the following psychiatric conditions: 1) depression (in- 
cluding its endogenous/endogenomorphic occurrence), the uni- 
polar/bipolar distinction, a typical depression and delusional de- 
pressions and its treatment with tricyclic antidepressants; 2) 
functional psychoses, especially schizophrenia and mania; 3) al- 
coholism; 4) aggressive behavior; and 5) hyperkinesis. 159 refer- 
ences. 


004709 Cuche, H.; Deniker, P. Service Hospitalo-Universitaire 
de Sante Mentale et de Therapeutique, Hopital St. Anne, 1, rue 
Cabanis, F-75674 Paris Cedex 14, France Psychiatric uses of 
beta-blockers. Pharmakopsychiatrie Neuro-Psychopharmakolo- 
gie. 13(5):267-272, 1980. 


A review is presented of the psychiatric applications of beta- 
blockers, such as propanolol, pindolol, oxprenolol, and acebuto- 
lol. The main clinical trials and the principal side-effects of beta- 
blockers are discussed, and alpha agents and receptors and beta 
receptors and agents, which interact with the noradrenergic 
system, are considered. Psychopharmacological trials with beta- 
blockers are reported for treating patients with the following 
disorders: acute variegate porphyria, postpartum psychosis, 
severe psychosis (those experiencing excitation, manic depres- 
sion, anxiety, hallucinations, withdrawal with tension, and affec- 
tive disorders), schizophrenia, paranoid patients with a chronic 
delusional state, and alcoholism. Methodological problems are 
considered and longer double-blind clinical trials are recom- 
mended. The side-effects reported with beta-blockers are: neuro- 
logical side-effects, sleep disorders, toxic symptoms, cardiovas- 
cular symptoms, depressive complications, and gastrointestinal 
problems. No long-term toxic effects of beta-blockers have been 
reported, and the administration of two doses/day with a slow 
increase of the daily dosage is believed to constitute a safe treat- 
ment method. The guides for monitoring beta-blockers in psy- 
chiatric therapy are pulse, blood pressure, and the patient’s 
mental state. It is concluded that beta-blockers are the accepted 
treatment for anxiety with somatic symptoms. 34 references. 


004710 Eisdorfer, Carl; Fann, William E. Dept. of Psychiatry 
and Behavioral Sciences, School of Medicine, University of 
Washington, Seattle, WA 98105 Psychopharmacology of aging. 
New York, SP Medical and Scientific Books, 1980. 271 p. 


VOLUME 19, NO. 3 


Research on the interaction between aging and psychoactive 
medication and its effect on adaptation is reviewed in support of 
the view that an understanding of drug use consequences, 
misuse, and abuse of drugs among the elderly is a salient issue 
for the scientist, clinical physician, and other health care profes- 
sionals. Topics include: 1) sleep changes that occur with aging; 
2) enzymatic changes in the aging brain and aspects of its phar- 
macological intervention with ergot compounds; 3) assessment 
of age related changes in learning and performance in the rat; 4) 
pathophysiology and experimental pharmacology in geronto- 
logical brain research; 5) the use of tricyclic antidepressant 
drugs in geriatric patients; 6) comparative stereology of capillar- 
ies in the cerebral cortex, with specific reference to drug effects; 
7) qualitative studies in the cerebral cortex of elderly persons; 8) 
aging and the behavioral effects of dopamine agonists in ro- 
dents; 9) neurochemical changes in the aging human and nonhu- 
man primate brain; 10) pharmacokinetics in geriatric psycho- 
pharmacology; and 11) the cyclic nucleotide system in the brain 
during development and aging. 


004711 Fichter, M. M.; Wuschner-Stockheim, M. MPI Psychia- 
trie, Munchen, West Germany /Anorexia nervosa. Symptoms, 
course and possibilities for treatment./ Die Pubertatsmagersucht. 
Symptomatik, Verlauf und Behandlungsmoglichkeit Padia- 
trische Praxis. 22:411-422, 1979. 


Anorexia nervosa is discussed as a nosological unit, not as a 
special form of schizophrenia or depression. The symptomato- 
logy of anorexia nervosa is described in six groups of distur- 
bances, with reference to psychological, social cultural, and 
physical factors. Prognostic moments such as the age of onset of 
illness, other neurotic symptoms, duration of illness, and expect- 
ed course are analyzed. It is concluded that somatic methods 
such as electroshock, hormone treatment, anabolica, neuroleptic 
treatment, and prefrontal lobotomy, as well as psychoanalysis 
and behavioral therapy, are effective in treating anorexia ner- 
vosa patients. (Journal abstract modified) 


004712 Freedman, A. M. Dept. of Psychiatry, New York 
Medical College, Valhalla, NY Psychop logy and psycho- 
therapy in the treatment of anxiety. Pharmakopsychiatrie Neuro- 
Psychopharmakologie. 13(5):277-289, 1980. 


Psychopharmacology and psychotherapy, the two modalities 
for the treatment of anxiety, are evaluated, and associated litera- 
ture is reviewed. Difficulties are discussed with regard to defin- 
ing and recognizing anxiety, which is a manifestation encoun- 
tered in a heterogeneous group of syndromes or disorders that 
presents itself psychologically, somatically, and behaviorally. 
The following recommendations and conclusions are made: the 
development of the best treatment or combination of treatments 
appropriate for each specific case or group of cases is essential; 
controlled comparative studies indicate that patients receiving 
psychotherapy for anxiety symptoms do better than do con- 
trolled groups; no one method of psychotherapy has been found 
to be superior; pharmacotherapy alone in treating anxiety has 
been proven effective; combined therapy of pharmacological 
agents and psychotherapy appears to be superior to either mo- 
dality alone; and critical research and expanded knowledge of 
both the existing modalities of treatment and the neurological 
considerations of anxiety are warranted. 50 references. 


004713 Gadow, Kenneth D. State University of New York, 
Stony Brook, NY 11790 Prevalence of drug treatment for hyper- 
activity and other childhood behavior disorders. In: Gadow, K.., 
Psychosocial aspects of drug treatment for hyperactivity. Boul- 
der, CO, Westview, 1979. 479 p. (p. 13-76). 


The results of drug prevalence studies in the treatment of hy- 
peractivity and other childhood behavior disorders from six dif- 
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ferent geographic locations are discussed. The findings pertain 
to public and parochial schools and to special education class- 
rooms, and are seen as important due to allegations that psycho- 
tropic drugs are prescribed indiscriminantly to large numbers of 
such children. Patterns of drug treatment (preferred drugs, 
dosage and schedule, polypharmacy, age at start of medication, 
and duration of treatment) are treated, along with psychosocial 
aspects of drug prevalence (interaction of rate and SES), nation- 
al estimates of the extent of drug use, nondrug therapies, and 
methodological issues. 104 references. (Author abstract modi- 
fied) 


004714 Gadow, Kenneth D.; Loney, Jan. State University of 
New York, Stony Brook, NY 11790 Psychosocial aspects of drug 
treatment for hyperactivity. AAAS Selected Symposia Series. 
Boulder, CO, Westview, 1979. 479 p. 


The pattern of drug and nondrug treatments for hyperactivi- 
ty, as well as methodological problems encountered in evaluat- 
ing treatment outcomes, is examined. Diagnostic, treatment, and 
outcome issues in hyperkinesis are emphasized. Specific topics 
include: the measurement of hyperactive behavior in children 
and adolescents; the effects of methylphenidate (Ritalin) as a 
stimulant drug, on symptoms; the degree of school, family, and 
medical involvement in drug therapy; and the status of hyperac- 
tive children as young adults. 


004715 Gal, E. M. Dept. of Psychiatry, University of Iowa 
College of Medicine, Iowa City, IA 52240 Cerebral fluoride in 
mania and the effect of lithium: a hypothesis. Communications in 
Psychopharmacology. 4(5):405-409, 1980. 


The hypothesis that the ratio between ionic and bound flu- 
oride is genetically altered in certain target areas of the brain 
during manic episodes is discussed. According to this hypoth- 
esis, a shift in favor of the ionic fluoride results in increased 
cyclic AMP, intracellular Na, and prostaglandin El synthesis. 
The action of lithium in mania could be due to the conversion 
of the hydrophilic fluoride ion into the hydrophobic LiF or into 
a double lithium/fluoride/protein complex, thus releasing the in- 
hibitory effects of ionic fluoride at active sites like membrane 
adenosine triphosphatase or adenyl cyclase. Empirical tests of 
this hypothesis are suggested. 15 references. (Author abstract 
modified) 


004716 Gee, Susan. Reports and Statistics Service, Veterans 
Administration, Washington, DC Psychiatric drug study. Part II. 
Mental Hygiene Clinic Survey, Day Treatment Center Survey, 
Day Hospital Survey. Springfield, VA, NTIS, PB82-142563, 
1980. 134 p. 


The use of psychiatric drugs in three Veterans Administration 
(VA) outpatient treatment settings (mental hygiene clinics, day 
treatment centers, and day hospitals) is described in the second 
of three reports on the 1978 Psychiatric Drug Survey. No at- 
tempt is made to evaluate the ordering practices or the effec- 
tiveness of treatment. Correlation between diagnoses and drug 
orders is evaluated, and data on the distribution of antipsycho- 
tic, anxiolytic, antidepressant, antiparkinson, sedative hypnotic, 
and other drugs are analyzed. Additionally, the incidence of tar- 
dive dyskinesia and the types of drugs causing the syndrome are 
described. (Journal abstract modified) 


004717 Guandalini, Andrea; Interlandi, Gaetano; Bricolo, 
Renato; Odorizzi, Franco; Frazingaro, Silvio. Ospedali Neurop- 
sichiatrici Provinciali di Verona-Marzana, Verona-Marzana, 
Italy /Psychotropic drugs and psychiatric hospital admissions in 
Verona, Italy./ Psicofarmaci e assistenza psichiatrica nel verone- 
se. Lavoro Neuropsichiatrico. 66(3):103-115, 1980. 
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The effects of Law 180, which mandates deinstitutionalization 
and reorganization of Italy’s hospitals for the mentally ill, are 
summarized in terms of patient admissions and drug use. Tables 
show the decline of both patient admissions and drug use over 
the period 1965 to 1977. The decrease in use of psychotropic 
drugs is deemed attributable to a more rational and selective 
policy, with resultant decrease in cost. In contrast, the cost of 
government subsidies and social assistance programs is on the 
rise. 8 references. (Journal abstract modified) 


004718 Harrer, G. Landesnervenklinik, Salzburg, Austria / 
Therapeutic treatment of insufficient performance in cerebrovas- 
cular diseases./ Zur Therapie der Leistungsinsuffizienz bei zere- 
brovaskularen Erkrankungen. Medizinische Welt. 30:1320-1323, 
1979. 


Therapy and rehabilitative effectiveness to remove 
coordinating disturbances, and brain pathological blackouts in 
cerebrovascular insufficiencies are examined. The treatment of 
psychic disorders exhibited by quick fatigue, no patience, and 
insufficient performance demand special observation. According 
to an old tradition, the first measure taken is usually to confine 
patients to bed; this confinement however leads to inactivity, 
and should be applied only on a strictly limited basis, since oth- 
erwise the well known consequences of calcium elimination in 
urine and an increase in nitrogen secretion can occur. Depend- 
ency and the tendency for regression result if the action radius 
diminishes. It is recommended that circulation promoting drugs, 
physical therapy, psychopharmacy, and pharmacotherapy be 
employed with regard to each specific case. (Journal abstract 
modified) 


004719 Woods, James H. Dept. of Pharma- 


Herling, Seymore; 
cology, University of Michigan, Ann Arbor, MI 48109 Mini- 
Symposium. IV. Discriminative stimulus effects of narcotics: evi- 


dence for multiple 
28(14):1571-1584, 1981. 
Recent studies that have utilized drug discrimination tech- 
niques to analyze the actions of narcotic analgesics and related 
compounds are reviewed in relation to the hypothesis that mul- 
tiple receptors mediate the effects of narcotics. Studies using 
squirrel monkeys, rhesus monkeys, and pigeons are reviewed, 
and the species generality of multiple receptor models of narcot- 
ic action is evaluated. Results of studies on the discriminative 
stimulus effects of narcotics in rats and monkeys are consistent 
with the hypothesis that multiple receptors (mu, kappa, sigma) 
mediate the effects of these compounds. However, in the 
pigeon, the discriminative stimulus effects of narcotics appear to 
fall into only two subsets (mu and kappa agonists vs. drugs that 
produce phencyclidine-like discriminative effects). 70 references. 


004720 Kakegawa, Norio; Sengoku, Akira; Makino, Yoshimasa; 
Fujiwara, Tateki; Yagi, Kazuichi. National Epilepsy Center, 
Shizuoka Higashi Hospital, 886, Urushiyama, Shizuoka, Japan 
Polypharmacy regimen as an exacerbating risk in therapy-resis- 
tant epileptic seizures and behavioral disorders. Japan 

of Child and Adolescent Psychiatry. 21(5):310-320, 1980. 

Eleven children with therapy resistant epileptic seizures of 
various types (in spite of a polypharmacy regimen of antiepilep- 
tic drugs) were studied under inpatient care. Blood concentra- 
tions of antiepileptic drugs were monitored along with EEGs 
while the number and frequency of the drug doses were re- 
duced gradually toward monopharmacy. This resulted in con- 
siderable improvement of both seizure manifestations and behav- 
ioral disorders. Some findings were: 1) in 6.1 months, as a result 
of decreasing the number of drugs from an averag of 6.0 to 2.9 
the frequency of seizures and EEG discharges decreased; 2) be- 
havioral disorders caused by polypharmacy disappeared with 
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the reduction of drugs; 3) no case showed an inverse relation- 
ship between clinical seizures and behavioral disorders or forced 
normalization on EEGs; 4) antiepileptic drug-induced effects of 
the central nervous system seemed to be unspecific in nature 
and depend on the total amount of drugs used. 15 references. 
(Author abstract modified) 


004721 Karczmar, Alexander G. Dept. of Pharmacology, 
Loyola University Medical Center, Maywood, IL 60153 Drugs, 
transmitters and hormones, and mating behavior. Modern Prob- 
lems of Pharmacopsychiatry. 15:1-76, 1980. 


Research on the neuropharmacology of mating behavior is re- 
viewed, along with its immediate concomitants such as pertinent 
aspects of endocrinology and neuroanatomy. Emphasis is on the 
neuroanatomical and hormonal entities: the cortex, limbic 
system and the hypothalamic/hypophyseal axis on the one hand 
and the pituitary gland and gonads on the other. Topics include: 
1) the neuroanatomical basis of mating (spinal and vascular as- 
pects, cerebral mechanisms, effects of hypophyseal and pituitary 
hormones and of their interaction with neurotransmitters and 
drugs); 2) the general significance of hypothalamic hypophysio- 
tropic regulatory peptides (HRPs); 3) steroidal (gonadal) hor- 
mones (feedback mechanisms, neurogenetic effects, and CNS 
mediated effects of the hormones on mating); 4) biorhythms and 
sexual activity; 5) drugs and sexual activity (including the com- 
pounds affecting monoamine activity and ovulation); and 5) ag- 
gression and sexual behavior. 356 references. 


004722 Keller, William J. School of Pharmacy, Northeast Lou- 
isiana University, Monroe, LA 71209 Catecholamine metabolism 
in a psychoactive cactus. Clinical Toxicology. 16(2)233-243, 
1980. 


Catecholamine biosynthetic pathways in the Dona Ana cactus 
(Coryphantha macromeris) and its runyonii are discussed. Like 
peyote, Dona Ana produces and accumulates various methylat- 
ed catecholamine derivatives, of which normacromerine is the 
most abundant. Epinephrine and norepinephrine occur naturally 
in the plant and serve as biosynthetic intermediates in normacro- 
merine biosynthesis. Catecholamine precursors and derivatives 
have also been shown to be part of the metabolic pathway lead- 
ing to the formation of normacromerine in Dona Ana. Compari- 
son of catecholamine metabolism in humans and catecholamine 
metabolism leading to the formation of hallucinogenic agents in 
plants may suggest etiologies for certain types of mental illness. 
37 references. 


004723 Konig, Liesbeth; Lange, Ehrig. Medizinische Akademie 
Fetscherstrasse 74, DDR-8019 Dresden, German Democratic 
Republic /Psychoph therapy: the present state and the de- 
velopment of trends./ Psychopharmakotherapie: Stand und 
Entwicklungs tendenzen. Psychiatrie, Neurologie und Medizin- 
ische Psychologie. 31(10):597-605, 1979 


The most common psychopharmaceuticals developed and in- 
troduced in recent years are listed, explained as to their func- 
tions, and discussed in context. The information given concen- 
trates on the attempts to find antidepressants without cardio- 
toxic side-effects and psychoneuroleptics without extrapyrami- 
dal side-effects, as well as the development of long-acting or 
depot pharmaceuticals. The survey is restricted to psychotropics 
in the narrower sense, (with an antipsychotic action), and to 
pharmaceuticals that are produced in the German Democratic 
Republic or made available for clinical testing to the reporting 
clinic (Dresden). The report included tranquilizing substances 
only in special cases. (Journal abstract modified) 


004724 Kristof, Miroslav. Simackova 5, 170 00 Praha 7, 
Czechoslovakia /The prognosis of epilepsy and the strategy for 
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antiepileptic therapy./ Die Prognose der Epilepsie 
und die Taktik der Beendigung der antiepileptischen Therapie. 
Psychiatrie, Neurologie und Medizinische Psychologie. 
31(8):449-457, 1979. 


Basic concepts proposed by eminent epileptologists are dis- 
cussed and supplemented by a specific analysis of 350 cases. On 
the basis of data reported in the literature and the results of per- 
sonal investigations, concrete recommendations are made for the 
discontinuation of anticonvulsants in the treatment of epilepsy. 
An individual, multidimensional prognosis is considered manda- 
tory. The pharmacotherapy of epilepsy and standards for evalu- 
ating anticonvulsant therapy are discussed. 18 references. (Jour- 
nal abstract modified) 


004725 Krogsgaard-Larsen, Povl. no address Specific GABA re- 
ceptor agonists and uptake inhibitors: design, development and 
structure-activity studies. Chicago, Login Brothers, 1980. 198 p. 
$12.50. 


Research on the neuropharmacology of selective GABA re- 
ceptor agonists and GABA uptake inhibitors is reviewed. The 
role of GABA as an inhibitory transmitter and in the pathogene- 
sis of neurological and psychiatric disorders is discussed. The 
use of GABA agonists, inhibitors of GABA metabolism, and 
GABA uptake inhibitors to increase GABA neur transmission 
is reviewed. Methods used to assess GABAergic activity and se- 
lectivity are described. 


004726 Leonard, B. E. Pharmacology Dept., University Col- 
lege, Galway, Republic of Ireland Pharmacological properties of 
some generation” antidepressant drugs. Neuropharmacology. 
19(12):1175-1183, 1980. 


Pharmacological properties of some second generation anti- 
depressant drugs are described, and the clinical effects of first 
and second generation antidepressant drugs are compared. It is 
noted that the search for new antidepressant drugs has been 
stimulated by three main factors: 1) increasing biochemical evi- 
dence exists that some groups of depressed patients appear to 
show a primary abnormality in either noradrenaline (NA) or 
serotonin (5-HT) metabolism; 2) the discovery of drugs that 
show more specificity in their ability to modify either the NA 
or 5-HT systems; and 3) the need to produce drugs that are 
equally as effective as the classical tricyclic antidepressant drugs 
but which lack the side-effects of such drugs. It is claimed that 
the major clinical advantage of the second generation anti- 
depressant drugs (nomifensine, trazadone, zimelidine, and mian- 
serin) lies in the lack of cardiotoxicity and fewer anticholinergic 
side-effects rather than in improved efficacy in treating depres- 
sion. 67 references. 


004727 Lingjaerde, Odd. no address Antidepressants and the 
serotonin uptake in platelets. Acta Psychiatrica Scandinavica. 
61(Suppl. 280):111-119, 1980. 


Research concerning various aspects of the inhibitory effect 
of tricyclic antidepressants on serotonin uptake in platelets is re- 
viewed. Issues discussed include: inhibitory effect on serotonin 
uptake in platelets vs. brain; the molecular mechanism of inhibi- 
tion; inhibitory potency of different drugs; the correlation be- 
tween dose and uptake inhibition; the therapeutic significance of 
the serotonin uptake inhibition; and serotonin uptake inhibition 
as a quantitative measure of antidepressant drug effect. It is con- 
cluded that the measurement of serotonin uptake inhibition in 
platelets has value as a research tool, while practical applicabil- 
ity as a guide to therapeutic is uncertain. A panel discussion of 
these topics is appended. 15 references. 


004728 Martin, W. R. Dept. of Pharmacology, University of 
Kentucky, College of Medicine, Research Facility '2, MR-102, 


Lexington, KY 40536 Mini-Symposium: II. Multiple opioid re- 
ceptors. A little about their history and some related 
to evolution. Life Sciences. 28(14):1547-1554, 1981. 


Research studies leading to the notion of multiple opioid re- 
ceptors are reviewed historically, and evolutionary implications 
of the notion of multiple opioid receptors and of the search for 
undiscovered opioid receptors are discussed. The concept that a 
drug could be an agonist, partial agonist, or competitive antago- 
nist at three different receptors proved to be useful in explaining 
many of the differences between agonists and antagonists which 
had puzzled early investigators. The problems of whether there 
are natural agonists for all multiple opioid as well as other re- 
ceptors, and whether there are potential transmitters for which 
there are no receptors are discussed in relation to the evolution- 
ary potential of the human CNS. A system of receptor nomen- 
clature is appended. 21 references. 


004729 Mendelson, Wallace B.; Garnett, Debra; Géillin, J. 
Christian. Building 10, Room _3N224, National | Institutes salad 
ratory changes. Journal of Nervous and Mental Disease. 
169(4):261-264, 1981. 


Sleep EEG and respiratory measures were examined in a 38- 
year-old man with a long-standing history of insomnia and day- 
time sleepiness. He was found to have 7 to 18 primarily obstruc- 
tive apneas per night on four baseline recordings, a finding not 
generally considered to be indicative of pathology. On the first 
two nights on which he received 30mg of the benzodiazepine 
hypnotic flurazepam, there were 22 and 100 apneas, and during 
the daytime he became extremely sleepy. Upon cessation of 
medication, his clinical condition improved, and the number of 
apneas decreased to 11 and 6 on withdrawal nights 4 and 6. Al- 
though respiratory depression is neither invariable nor unique to 
flurazepam, this case suggests that it may be a clinically signifi- 
cant problem with recommended oral doses in some individuals. 
5 references. (Author abstract) 


004730 Mills, Mark J. Massachusetts Dept. of Mental Health, 
160 N. Washington St., Boston, MA 02114 The rights of involun- 
tary patients to refuse pharmacotherapy: what is reasonable? Bul- 
letin of the American Academy of Psychiatry and Law. 
8(3):313-334, 1980. 


The right of involuntary patients to refuse psychotropic medi- 
cation is discussed by examining some problems raised by con- 
flicting court decisions. It is argued that the traditional manner 
of treating psychiatrically ill, involuntary patients over their ob- 
jections must give way to a new model in which psychiatrically 
determined incompetence is important. Under this model, a dis- 
tinction is drawn between patients for whom the state has only 
a parens patriae interest and those for whom the state has some 
police power concern. The proposed system is designed to real- 
locate the present right to treatment and right to refuse treat- 
ment equities. The traditional mental commitment approach is 
thus altered to focus awareness onto the patient’s capacity to 
consent. Ideally, such a system should increase psychiatric sensi- 
tivity to the perspective that what is best for the patient’s illness 
is not necessarily best for the patient as a whole, and should re- 
assure the mental health bar that psychiatrists are not interested 
in imposing treatment or acting as jailers. 92 references. 


004731 Montgomery, S. A. Academic Dept. of Psychiatry, St. 
Mary’s Hospital Medical School, St. Mary’s Hospital, Harrow 
Road, London W9, England Maprotiline, nomifensine, mian- 
serin, zimelidine: a review of antidepressant efficacy in in-pa- 
tients. Neuropharmacology. 19(12):1185-1190, 1980. 
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Studies of the clinical efficacy of the second generation anti- 
depressants maprotiline, nomifensine, mianserin, and zimelidine 
using depressed inpatients are reviewed. It is noted that the hos- 
pital inpatient trials have found maprotiline nomifensine, mian- 
serin, and zimelidine to have the same order of antidepressant 
efficacy as the reference antidepressant drugs, imipramine and 
amitriptyline. It is noted that most of the inpatient studies are 
open to the criticism that they examined groups that were some- 
times too small to conclude that there was no difference with 
the comparison drug. This methodological difficulty is exacer- 
bated by the use of mixed, ill defined groups of depressed Ss. 
The advantages of the second generation antidepressants in 
terms of reduced side-effects and toxicity in overdose are gener- 
ally well documented. 43 references. 


004732 Morkovkin, V. M.; Kaplin, G. P.; Romel’, T. E.; Gu- 

berman, A. S.; Mazurskiy, M. B. Moskovskaya gorodskaya klin- 
icheskaya psikhiatricheskaya bol’nitsa No. 1 im. P. P. Kash- 

chenko, Moskva, USSR /The drug pathomorphosis of 

nia./ K voprosu o lekarstvennom patomorfoze shizofrenii. Zhur- 


nal Nevropatologii i Psikhiatrii imeni S. S. Korsakova. 
80(5):745-748, 1980. 


The drug pathomorphosis of schizophrenia was studied by 
comparing the case histories of more than 4,000 patients ad- 
mitted to one psychiatric hospital in Moscow in 1951 and 1974. 
The clinical pictures in the preneuroleptic period and under 
conditions of polypharmacotherapy were compared. Results 
show that: the history of schizophrenia under conditions of po- 
lypharmacotherapy has changed; in polypharmacotherapy there 
has been an increase in attack-like forms of schizophrenia, and a 
decrease in continuous forms; irrespective of the character of 
the progress of schizophrenia there has been a significant de- 
crease in severe catatonic conditions, delusional excitation, and 
pronounced stuporous states, and an increase in depressions. 22 
references. (Journal abstract modified) 


004733 Nestoros, J. N. Dept. of Anaesthesia Research, McGill 
University, 3655 Drummond St., Montreal, Quebec H3G 1Y6, 
Canada Benzodiazepines in schizophrenia: a need for reassess- 
ment, International Pharmacopsychiatry. 15(3):171-179, 1980. 


Fourteen controlled clinical studies that have attempted to 
evaluate the usefulness of benzodiazepines in the treatment of 
schizophrenic patients are reviewed. Research strategies cov- 
ered include: 1) comparison of benzodiazepine and placebo 
treatments; 2) comparison of benzodiazepine and standard neur- 
pas treatments; 3) comparison of benzodiazepine, placebo, 

and standard treatments; and 4) comparison of the 
effect of adding a to the standard neuroleptic 
medication to the effect of adding a placebo. It is concluded 
that the doses used were probably too small and inadequate to 
induce an ameliorating effect. However, benzodiazepines may 
be promising candidates for antipsychotic drugs since, by facili- 
tating GABAergic neurotransmission, they diminish dopaminer- 
gic neurotransmission. Although higher doses will probably 
cause dependence, reversible addiction to benzodiazepines may 
be a better alternative for some subgroups of schizophrenics 
than the uncertain, but irreversible side-effects of traditional 
neuroleptics. 46 references. (Author abstract modified) 


004734 Nielsen, Jorgen Achton; Biorn-Henriksen, Torben; 
Nielsen, Johannes. Institute of Psychiatric Demography, Psychi- 
atric Hospital, DK-8240 Risskov, Denmark Psychiatric illness 
and use of psychotropic drugs in the geographically delimited pop- 
ulation of Samso, Denmark. Acta Psychiatrica Scandinavica. 
62(Supplementum 285):97-102, 1980. 


The relationship between use of psychotropic drugs and the 
presence of mental illness was investigated on the island of 
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Samso, Denmark during the 1 year period from October 1976 to 
September 1977. Ninteen percent of the females and 11% of the 
males living on the island received one or more psychotropic 
drugs. The amounts of psychotropic drugs prescribed averaged 
18 defined daily dose (DDD) per male and 32 DDD per female. 
Fifty two percent of all the psychotropic drugs prescribed were 
given to patients with psychiatric illnesses, 18% to patients who 
previously had a mental illness, and 31% to people who had 
never been mentally ill. The amount of psychotropic drugs pre- 
scribed on Samso was one half of that prescribed in the rest of 
Aarhus county, due to a lower prescription rate for minor tran- 
quillizers, hypnotics, and sedatives. 9 references. (Author ab- 
stract modified) 


004735 no author. no address Drug concentrations in neuropsy- 
chiatry. Ciba Foundation Symposium No 74. Amsterdam, Ex- 
cerpta Medica, 1980. 266 p. $45.75. 


The proceedings of a symposium on plasma drug levels in 
psychiatry and neurology are presented. Of particular concern is 
the clinical value of monitoring plasma concentrations. Plasma 
levels are generally agreed to be important for lithium and anti- 
convulsants, of little value for sedative hypnotics and antipsy- 
chotic drugs, and of value in selected situations for antidepres- 
sants. The complexity and difficulties of interpretation of plasma 
levels in psychiatric disorders is discussed. The designated 
therapeutic range must be adjusted for each individual based on 
clinical assessment, as the therapeutic range may overlap the 
toxic range. The lack of quality control in some laboratories, 
and its consequences for the clinician are also discussed. 


004736 no author. U.S. General Accounting Office, 441 G St., 
NW, Washington, DC 20548 Problems remain in reviews of 
Medicaid-financed drug therapy in nursing homes. Washington, 
GAO Report No. HRD-80-56, 1980. 87 p. 


Problems facing pharmacists and registered nurses who per- 
form monthly reviews of the drugs taken by Medicaid nursing 
home patients were assessed. Randomly selected nursing homes 
in Georgia, Iowa, Kansas, Massachusetts, Texas, and California 
were visited, state and federal officials were interviewed, and 
records and the research literature were reviewed. Based on the 
findings, it is suggested that medication review has not been to- 
tally effective and that pharmacists and registered nurses need 
ready access to a single source containing authoritative informa- 
tion on commonly used drugs and also a clear definition of the 
scope of these reviews. FDA approved drug labeling is the 
most widely available and widely used source of drug informa- 
tion; however, labeling often does not contain enough informa- 
tion about the proper monitoring and use of the drug. Recom- 
mendations to the Department of Health and Human Services 
concerning the dissemination of drug information and a medica- 
tion review methodology, as well as other issues, are offered. 


004737 Richelson, Elliott. Dept. of Psychiatry, Mayo Founda- 
tion, Rochester, MN 55901 Psychotherapeutic drugs, histamine 
H1 and muscarinic acetylcholine receptors. In: Yamamura, Psy- 
chopharm. and biochem. of neurotransmitter receptors. Amster- 
dam, Elsevier North Holland, 1980. (p. 263-277). 


The interactions of psychotherapeutic drugs with histamine- 
H1 and muscarinic acetylcholine receptors were studied to pro- 
vide a basis for understanding some of the drugs’ side-effects. 
Methods of assay of histamine-H1 and muscarinic acetylcholine 
receptors are outlined. Characteristics of histamine-H1 and mus- 
carinic acetylcholine receptors of mouse neuroblastoma cells are 
described, suggesting functional and structural similarities be- 
tween histamine-H1 and muscarinic acetylcholine receptors. 
Equilibrium dissociation constants were found for histamine-H1 
and muscarinic acetylcholine receptors and a variety of psycho- 
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therapeutic drugs: antidepressants, antipsychotics, antihistamin- 
ics, and anticholinergics. One of the most interesting results is 
the finding of exceedingly high affinities of doxepin and amitrip- 
tyline for the histamine-H1 receptor. The results are discussed 
with regard to mechanism of action and side-effects of psycho- 
therapeutic drugs. 53 references. 


004738 Richens, Alan. Dept. of Clinical Pharmacology, St. 
Bartholomew’s Hospital Medical College, London, England 
Pharmacokinetics of anticonvulsant drugs. Acta Neurologica 
Scandinavica. 62(Suppl. 80):40-45, 1980. 


Pharmacokinetic aspects of anticonvulsant drugs which must 
be considered when treating epileptic patients are discussed. 
Specific information is presented on protein binding in anticon- 
vulsants, protein binding interactions, and tolerance. Findings 
from research of folic acid treatment in epilepsy are briefly re- 
viewed. It is concluded that an understanding of the drug han- 
dling mechanisms of the body is fundamental to a critical study 
the effects of drugs on the human central nervous system. 


004739 Schoolar, Joseph C.; Claghorn, James L. no address 
The kinetics of psychiatric drugs. New York, Bruner/Mazel, 
1979. 324 p. $19.50. 


The current understanding of the usual metabolic and kinetic 
patterns of commonly used psychotropic drugs and their impli- 
cations for treatment are examined in 16 papers presented to the 
llth Annual Symposium of the Texas Research Institute of 
Mental Sciences, held in 1978. An overview is provided, and 
presentations are grouped into preclinical and clinical studies, 
studies with special populations (antiepileptic drugs in children, 
the elderly, and drug interactions). Implications for future clini- 
cal research are also examined. Focus is on biological consider- 
ations pertaining to drug action; and presentations touch on the 
treatment of schizophrenia, depression, manic-depressive disor- 
der, and anxiety. Approaches to maintaining the treatment 
course by radioimmunoassay techniques and plasma levels are 
also discussed. Special considerations in the psychopharmacolo- 
gical management of the geriatric patient are presented. 


004740 Scott, A. K.; Hawksworth, Gabrielle M. Dept. of 
Therapeutics and Clinical Pharmacology, University of Aber- 
deen, Aberdeen AB9 2ZD, Scotland Clinical pharmacology: drug 
absorption. British Medical Journal. No. 6262:462-463, 1981. 


The absorption from the gastrointestinal tract of drugs used in 
the treatment of mental and other disorders is described, and im- 
plications for therapy are described. Absorption factors dis- 
cussed include: drug formulation; gastric motility; food and fluid 
volume; disease; age; route of administration; and drug/drug in- 
teractions. It is concluded that many interacting factors contrib- 
ute to interindividual differences in drug absorption, and that 
most of these affect the rate but not the extent of absorption and 
are important only when an immediate therapeutic effect is re- 
quired. When pronounced interindividual differences in thera- 
peutic response have been noted, these are mainly attributed to 
differences in metabolism or excretion, rather than absorption. 


004741 Seeman, Philip. Pharmacology Dept., University of To- 
ronto, Toronto, Canada Brain receptors. Pharmaco- 
logical Reviews. 32(3):229-313, 1980. 


The role of brain dopamine receptors as sites of neuroleptic 
action is reviewed. Behavioral and biochemical effects of neuro- 
leptics are discussed in relation to the dopamine hypothesis of 
schizophrenia. The binding of tritiated ligands to dopamine re- 
ceptors is described and differences between the D2-receptor 
and D1 and D3 dopaminergic sites are explained. Dopaminergic 
autoreceptors are discussed in relation to Parkinson’s disease 
and the presynaptic and postsynaptic actions of apomorphine, 
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neuroleptics, bromocriptine, and various dopamine agonists. The 
role of dopaminergic supersensitivity in schizophrenia, long- 
term neuroleptic therapy, tardive dyskinesia, and aging is con- 
sidered. Directions for future research are outlined and the im- 
portance of isolating the D2-receptor is emphasized. 1278 refer- 
ences. 


004742 Sharer, David R.; Petit, Ed. 720 Kipling ’200, Lake- 
wood, CO 80215 Using drug holidays for chronic 
Hospital & Community Psychiatry. 32(6):420-421, 1981. 


The use of a 2 day a week drug holiday from oral antipsycho- 
tic medication was evaluated in an initial sample of 27 experi- 
mental and 28 control chronically psychotic outpatients. Of the 
15 patients who completed the 5 month program, 8 were in the 
holiday group and 7 were in the control group. For both 
groups, levels of self-reported and psychiatrist reported feeling 
and functioning were roughly the same. The holiday group’s 
average scores increased for two of the ratings, while the con- 
trol group’s scores increased for all four. Despite limitations of 
the study, findings suggest that a 2 day a week holiday from 
oral antipsychotic drugs for an average period of 3.75 months 
did not interfere with patients’ functioning. 8 references. 


004743 Sholevar, G. Pirooz; Benson, Ronald M.; Blinder, 
Barton J. no address Emotional disorders in children and adoles- 
cents: medical and psychological approaches to treatment. New 
York, SP Medical & Scientific Books, 1980. 710 p. $60.00. 


Introductory essays on disorders of children and adolescents 
are presented in six sections. The section on individual psycho- 
therapy includes chapters on behavior modification and pharma- 
cotherapy. Family therapy, group therapy, and milieu therapies 
are discussed in section two. A third section describes the treat- 
ment of special age groups in preschool, latency age, and ado- 
lescent categories. A fourth section on the treatment of psycho- 
somatic disorders is followed by a fifth section on the treatment 
of special disorders including psychotic disorders, minimal brain 
dysfunction, learning disabilities, and drug abuse. A final section 
discusses preventative and psychotherapeutic interventions in 
child psychiatry. 


004744 Snyder, Solomon; Goleman, Daniel; (Delorme, Marie- 
Raymonde, translator). Johns Hopkins University, School of 
Medicine, N. Wolfe St, Baltimore, MD 21205 /The chemistry of 
the brain divulges its secrets./ La chimie du cerveau livre ses se- 
crets. Psychologie. No. 130:28-34, 36, 1980. 


An interview with Solomon Snyder, psychiatrist and pharma- 
cologist well known for his work on neuromediators, is present- 
ed. Snyder’s research into the brain’s neuromediators has led to 
the possibility of developing super painkillers or memory pills. 
Now it is possible to determine a certain substance’s receptors 
and to produce drugs which act on these areas alone. Although 
past research has been somewhat haphazard, future research can 
be conducted more systematically. 3 references. 


004745 Strickland, Rosemary; Alston, JoAnne; Davidson, Jona- 
than. John Umstead Hospital, Butner, NC 27509 The negative in- 
fluence of families on compliance. Hospital & Community Psy- 
chiatry. 32(5):349-350, 1981. 


The negative influence of families on medication compliance 
of mental outpatients is illustrated in two case reports. Although 
the literature provides much evidence that family support can 
aid compliance, there are some indications that family members 
can also deter it. In the first case, a previously dependent and 
timid patient became more assertive at home following success- 
ful antidepressant treatment. This resulted in opposition to treat- 
ment from her husband and daughter, and the subsequent dis- 
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004746 


continuation of her medication. This was satisfactorily resolved 


psychiatry. London, Pitman Medical Publishing Company, 
1980. 258 p. 


The proceedings are reported for a British conference for 
consultant psychiatrists on current trends in treatment. Behavior 
therapy, neuropharmacology and psychopharmacology, medical 
treatment of schizophrenia, treatment of depression, sex therapy, 
and psychotherapy are covered. For each topic, a main compre- 


farmakoterapii 
venska Psychiatrie. 75(2):81-86, 1979. 


The contribution of psychotherapeutic drugs to the treatment 
of functional psychoses is examined. It is suggested that psycho- 
y has humanized psychiatric treatment, facilitat- 
ed the compensation of mental disease, enabled useful contact 
with mental patients, and aided in their rehabilitation and reso- 
cialization. It is contended that in many instances psychophar- 
macotherapy restores mental patients to their former occupa- 
tions and prevents the development of psychiatric invalidism. 
Pharmacotherapy is seen as taking its place along with two 
other basic approaches, psychotherapy and sociotherapy, as an 
integral component of treatment programs for mental patients. 
(Journal abstract modified) 


004749 Vinar, O. K ovcinu 1519, 182 00 Praha 8-Kobylisy, 
Czechoslovakia /Neuroleptics in 1979./ Neuroleptika v roce 
1979. Ceskoslovenska Psychiatrie. 76(6):384-392, 1980. 


Findings published in 1979 concerning the clinical use of 
neuroleptics are reviewed. It is concluded that there is a dis- 
crepancy between the results of controled experiments and clini- 


Psychopharmacology Abstracts 


cal practice, and that treatment is conducted by combinations of 
drugs and also by insulin comas, although research has proved 
the superiority of monotherapy with one neuroleptic. Incisive 
neuroleptics for restless patients and sedative neuroleptics for 
apathetic patients are appropriate treatment according to some 
research results. The following developments are noted: halo- 
peridol is replacing chlorpromazine as the drug of choice; the 
new preparations trebenzomine and clopimozid show clinical 
potential; dysphoria and tachycardia are predictors of adverse 
therapeutic effect, and dysphoria is deepened by combination 
with antiparkinsonian drugs; and chronic (tardive) dyskinesias 
are seldom persevering (irreversible). The existence of a mental 
syndrome due to the hypersensitivity of dopaminergic neurons 
in the limbic system is being considered: it is a syndrome analo- 
gous to chronic dyskinesias based on the same disorder in the 
striatum. Additionally, maintenance treatment currently is being 
studied with greater care; of decisive importance is the drug 
case history, appraisal of the activity of the process, and ap- 
praisal of the emotional atmosphere of the patient’s family. 45 
references. (Journal abstract modified) 


004750 Weiss, Benjamin; Prozialeck, Walter; Cimino, Mauro. 
Dept. of Pharmacology, Medical College of Pennsylvania, 
Philadelphia, PA 19129 Acute and chronic effects of psychoactive 
drugs on receptors and calmodulin. In: Hamet, P., Ad- 
vances in cyclic nucleotide research. New York, Raven Press, 
1980. v. 12. (p. 213-225). 


Studies are reviewed showing that antipsychotic compounds 
selectively bind to calmodulin, that this binding may explain 
several of their biochemical actions, and that acute and chronic 
treatment may produce different effects. The effects that psy- 
choactive compounds have on those biochemical mechanisms of 
brain influence the metabolism of cyclic nucleotides depend on 
whether the drugs are administered acutely or chronically. For 
example, antipsychotic agents acutely block the action of cate- 
cholamines on the adrenergic receptor/adenylate cyclase com- 
plex, thereby preventing the catecholamine-induced rise in 
cyclic AMP. But with long-term treatment, corresponding more 
closely to clinical use, the drugs appear to produce a compensa- 
tory increase in these catecholamine receptors. Repeated stimu- 
lation of adrenergic receptors with compounds that block the 
uptake of catecholamines, such as antidepressants, produces a 
decrease in the number of these receptors and concomitant sub- 
sensitivity to the effects of catecholamines on the formation of 
cyclic AMP. This is in contrast to their acute actions which 
result in a potentiation of the action of catecholamines. Clinical- 
ly effective antipsychotic drugs also bind to an endogenous cal- 
cium dependent protein, calmodulin, found in high concentra- 
tions in the CNS. The binding can explain several of their bio- 
chemical actions and suggests that some of the pharmacological 
and clinical effects of these drugs may also be explained by a 
common mechanism. The specificity with which antipsychotic 
drugs bind to calmodulin suggests the possibility of searching 
for new and clinically more effective antipsychotic drugs based 
on their selective binding to calmodulin. 52 references. (Author 
abstract modified) 


004751 Weiss, Benjamin; Wallace, Thomas L. no address 
Mechanisms and implications of altering calmo- 
dulin activity. In: Cheung, W. Y., Calcium and cell function. 
New York, Academic Press, 1980. Vol. 1. (p. 329-379). 


Studies are reviewed covering the distribution and biochemi- 
cal actions of calmodulin, alteration of calmodulin activity by 
antipsychotic drugs and other substances, and calmodulin’s role 
in the action of antipsychotic drugs. Calmodulin is an ubiqui- 
tous, calcium binding protein that regulates the activity of sev- 
eral calcium dependent enzymes, including specific forms of 


through appropriate family counseling. In the second case, a de- 
pressed patient who become less dependent on her sister after 
treatment, was convinced by the sister that the medication was 
causing jaundice; the patient subsequently abandoned treatment 
and symptoms reemerged after several weeks. The family dy- ; 
namics in these two cases are discussed in terms of the caretak- 
er’s perceptions of the rights and responsibilities of the sick role. 
4 references. 
004746 Sulser, Fridolin; Mobley, Philip L. Vanderbilt Universi- 
ty School of Medicine, Nashville, TN 37217 Down regulation of 
noradrenergic receptor function by antidepressant drugs: function- 
al significance and distinction from antipsychotic drugs. (Unpub- 
lished paper). Research Report, NIMH Grant 5RO1-MH-29228, 
1979. 8 p. 

The effects of tricyclic antidepressants and of MAO inhibitors 
on catecholaminergic neurons in brain are reported, with em- 
phasis on down regulation of noradrenergic receptor function 
by these compounds. Data are summarized which show that 
most, if not all, antidepressant drugs and electroconvulsive 
shock treatment cause a down regulation of the norepinephrine 
(NE) receptor coupled adenylate-cyclase system when adminis- 
tered chronically. This down regulation generally, but not in- 
variably, is linked to reduction of the density of beta-adrenergic 
receptors. Since psychotropic drugs which can precipitate de- 
pressive illness change the sensitivity of this noradrenergic re- 
ceptor system in the opposite direction, the results not only pro- 
vide a further dimension of regulatory control of specific bio- 
logical response, but also a scientific basis for formulation of a 
functional receptor pathology of affective and possibley other 
psychiatric disorders. 27 references. (Author abstract modified) 
004747 Tennent, T. G. no address Current trends in treatment 
the main paper are presented. 
004748 Vencovsky, E.; Dobias, J. Dukelska 69, 305 99 Pizen, 
Czechoslovakia /Notes on pharmacotherapy of functional psycho- ; 
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phosphodiesterase, adenylate-cyclase, and ATPase. A number of 
endogenous and exogenous substances have been shown to alter 
calmodulin’s activity. The exogenous agents have in common 
the ability to inhibit the calmodulin-induced activation of phos- 
phodiesterase, adenylate-cyclase, and ATPase, and many pro- 
duce effects that are characteristic of antipsychotic agents. The 
specific mechanism by which antipsychotic drugs block the 
action of calmodulin apparently is by a direct, calcium depend- 
ent binding to calmodulin. This proposition is supported by the 
demonstration that the ability of drugs to bind calmodulin is di- 
rectly related to their effectiveness in inhibiting calmodulin de- 
pendent enzymes. The binding of drugs is saturable and of high 
affinity and is relatively specific for agents having clinical antip- 
sychotic activity, suggesting that calmodulin may function as an 
endogenous receptor for antipsychotics. A number of endog- 
enous substances have also been found which bind to and inhibit 
the action of calmodulin, raising the possibility that there may 
be endogenous ligands in brain which function as endogenous 
psychotogens or endogenous antipsychotic materials. 209 refer- 
ences. (Author abstract modified) 


004752 Wender, Paul H.; Klein, Donald F. University of Utah 
College of Medicine 50 North Medical Dr., Salt Lake City, 
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004752 


Utah 84132 The promise of biological psychiatry. Psychology 
Today. 15(2):25-28, 31-34, 36, 39-41, 1981. 

Advances in biological psychiatry are reviewed. While Freud- 
ian theory dominated the practice of psychiatry in the first half 
of the century, recent advances in research provide evidence 
that biological functions are central to mental illness and that 
much of the now entrenched psychodynamic theory is irrele- 
vant or even misleading. Evidence for biological predisposing 
or etiological factors in both severe and milder forms of mental 
illness is cited. A review of psychopharmacological research 
into drug specificity is then presented; and two case studies are 
reported, one of panic attacks, the other of depression and low 
self-esteem, in which states not responsive to psychotherapy 
showed dramatic improvement with appropriate drug therapy. 
Further evidence for a biological basis for a variety of mental 
disorders is then examined including psychopharmacological 
and twin adoption studies. Also examined briefly is research into 
biochemical concomitants of various Gisorders. Major psycho- 
logical sources of unhappiness are delineated; and attitudes 
toward biological theory and factors in public resistance to 
medical treatment of psychiatric disorders are discussed. 
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THE DOPAMINE-RECEPTOR ANTAGONIST DOMPERIDONE IS ALSO A 
COMPETITIVE ANTAGONIST AT ALPHA1-ADRENOCEPTORS. 
04-03 


003785 
REGULATION OF ALPHA1-ADRENOCEPTORS IN THE CEREBRAL CORTEX OF 
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AMINE UPTAKE INHIBITORS: CRITERIA OF SELECTIVITY. 


$-401 


Subject Index 


A PRELIMINARY OPEN-STUDY OF THE USE OF AMINEPTINE OF THE 
lh s+ ae OF HEBEPHRENICS AND OF ADDICTS DURING 
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MOUSE AND THE RAT. 


003870 04-03 
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ANTAGONISM OF SOME CENTRAL-EFFECTS OF D TUBOCURARINE BY 


AMINOBUTYRIC-ACID 
004102 04-04 
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TIME-DEPENDENT CHANGES IN ANTEROGRADE SCOPOLAMINE-INDUCED 
AMNESIA IN RATS. 


] 
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EFFECT OF AMPHETAMINE ON PLASMA CORTICOSTERONE IN THE 
CONSCIOUS RAT. 

003888 04-03 
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